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Ms. Jennifer Butler

Dockets Management Branch -
Food and Drug Administration 4236 00 WR 14 P148
Room 1061

5630 Fishers Lane

Rockville, MD 20852

March 6, 2000
Re: Petition to Restrict Sale of Coal Tar-Containing Products
Dear Ms. Butler,

Over the past two years I have worked with the California Environmental
Protection Agency (Cal-EPA) on preparing a risk assessment for coal tar-
containing products as part of litigation brought under California's
Proposition 65. Recently Cal-EPA has completed a review of the health effects
of coal tar and has proposed a preliminary no significant risk level for
litigation purposes. This review included recent toxicological studies, and
research on absorption with human subjects, that have been reported since
FDA last addressed the safety of coal tar shampoos.

Action Requested

We are petitioning FDA to initiate a formal review of the use, sale and
distribution of coal tar shampoo, soap and ointments under the requirements
of the Federal Food, Drug, and Cosmetic Act and the Fair Packaging and
Labeling Act. We believe that in light of the evidence presented, FDA should
request that the Department of Justice take appropriate action to restrict the
sale and distribution of these products to prescription sales. Furthermore,
current labeling requirements are insufficient and require additional warning
language to protect public health.

Statement of Grounds

Coal tar is one of the first known human carcinogens. Animal studies
linking coal tar to cancer were first conducted in the 1890s. Coal tar, and
several of the constituent PAHs in coal tar, were among the first carcinogens
to be listed under California's Proposition 65. According to IARC, coal tar is
causally associated with cancer in humans. Studies with human volunteers
have demonstrated that PAHSs can be readily absorbed from the use of these
shampoo products and epidemiological studies have demonstrated that coal
tar can cause skin and other systematic cancers. This information lead the
European Union to decide to ban these products in 1997.

In addition, we have located a very well conducted dermal carcinogenicity
bioassay study from Europe that is not yet published. The research, conducted

QOP-/all cP |
1255 Post Street, Suite 437 + San Francisco, CA 94109 + 415/441-5199 + Fax: 415/441-5767




at the Fraunhofer Institute of Toxicology, provides the best quantitative
evidence of the carcinogenicity of coal tar in mice. This study was employed
by Cal-EPA and by our consultant, Dr. Lee Shull of Newfields, to conduct a
quantitative risk assessment. I have enclosed a copy of Dr. Shull's report
dated October 29, 1999.

Usage patterns indicate that the use of coal tar shampoos is not limited to
episodic dandruff outbreaks. Research has indicated that a significant
percentage of purchasers use these products daily over many years.

Furthermore, the following should be considered by FDA:

¢ Coal tar is added to these products to treat a condition (dandruff) for which
there is no evidence of its efficacy. As a result, these products cannot be sold
in Canada as dandruff shampoos.

* Coal tar is the first known carcinogen identified from experimental
toxicological research published in 1915. In the 1940s several researchers
published articles indicating that coal tar causes skin cancer in humans.
Evidence that coal tar can be absorbed from shampoo was first published in 1984.

* The use of coal tar in over the counter products is controversial in the
medical community. Coal tar products were banned by Germany in 1995 and
by the European Union in 1997 as a result of the potential health effects.

* Benzolalpyrene (BAP) is one of the most potent carcinogens known. This
compound has received extensive attention as a carcinogen that is common
in charcoal cooked meat and in cigarettes. However, the concentration of
BAP in a single application of some coal tar shampoos is 470,000 times greater
than in a cigarette and about 200 times greater than in a hamburger.

I have attached a copy of the Fraunhofer study, an addendum to the study
indicating the constituents of the mixtures tested, the Newfields risk
assessment report, and a partial list of supplemental references. I would be
pleased to meet with FDA staff to provide additional information. Please
contact me if you have any questions via email at okincpg@aol.com or at
(415) 441-5199.

To the best of my knowledge, this petition includes all relevant information
concerning this request.

Sincerely,

P

Perry Gottesfeld, M.P.H.
Executive Director

cc: Linda Katz, FDA, David Gaylor, NCTR
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Ms. Jennie Butler

Dockets Management Branch
Food and Drug Administration
Room 1061

5630 Fishers Lane

Rockville, MD 20852

March 21, 2000
Re: Petition to Restrict Sale of Coal Tar-Containing Products
Dear Ms. Butler,

As we discussed, this letter is an attachment to our previously submitted
petition. No environmental impact statement is required for this petition.

In addition, we understand that the Newfields document we included as an
attachment will be publicly available. Please distribute the document as
needed.

Please contact me if you have any questions via email at okincpg@aol.com or
at (415) 441-5199.

To the best of my knowledge, this petition includes all relevant information
concerning this request.

Smcerel

Pe y Go%esfeld M.P.H.

Executive Director

1255 Post Street, Suite 437 + San Francisco, CA 94109 - 415/441-5199 - Fax: 415/441-5767
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Coal Tar Toxicological Studies
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Mr. Mark Pollock

Law Office Of Mark Pollock
1207 Coombs Street

Napa, California 94559

Dear Mr. Pollock:

A dermal cancer potency factor for coal tar shampoo of 0.7 (mg/day)™ was derived using the
linearized multi-stage model GLOBAL 86 (Howe et al., 1986). The slope factor was used to
calculate a Proposition 65 No Significant Risk Level (NSRL) of 2 x 10™ mg/d (0.02 pug/d).
Consistent with the California Office Environmental Health Hazard Assessment’s (OEHHA)
memo from Page Parker to Susan Fiering the NSRL applies to the applied dose of coal tar in
shampoo “that remains as a persistent residue following application.” '

Introduction

The “No Significant Risk Level” (NSRL), under the California Safe Drinking Water and Toxic
Enforcement Act of 1986 (Proposition 65), represents a daily intake level calculated to result in a
cancer risk not exceeding one excess case of cancer in 100,000 individuals exposed over a 70-
year lifetime. A NSRL for coal tar use in shampoo was calculated by NEWFIELDS. To be
representative of the use of shampoo, the NSRL was calculated based on evidence of
carcinogenic effects from dermal application of coal tar.

Methods

Data

NEWFIELDS used data from the dermal carcinogenicity study by the Fraunhofer Institute of
Toxicology (1997). The study measured the incidence of skin tumors in male CD-1 mice from
the direct dermal application of coal tar at different concentrations in toluene. The study
evaluated two different coal tar substances. One contained approximately 10 ug Benzo(a)Pyrene
{B(a)P)/ g of coal tar. This coal tar was referred to as CPT-1. The other coal tar substance, CPT-
2, contained approximately 275 pg B(a)P/ g of coal tar. The study lasted for 78 weeks with
dermal applications of coal tar performed twice weekly. The CPT-1 treated mice did not show a
statistically significant deviation in dermal tumor incidence from the control. The CPT-2 treated
group showed statistical increases in tumor incidence with increasing coal tar doses. Therefore,
the data from the CPT-2 treated group was used to calculate a cancer potency factor. The dose

NEWFIELDS, INC.

1550 Harbor Boulevard — Suite 130 ~ West Sacramento, California 95691
(916) 374-9050 rel — (916) 374-9080 fax

www.newfields.com
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Table 1. Results from Dermal Carcinogenicity Study (Fraunhofer Institute of Toxicology, 1997)
Animals
Coal Tar per Treatments/ Treatments/ Coal Tar Total with
Group Treatment (mg) Week  Days/Week Day Dose (mg/d) Animals  Tumors
CTP2 0 2 7 0.29 0.0 124 1
CTP2 0.1 2 7 0.29 0.03 62 1
CTP2 0.3 2 7 0.29 0.09 62 3
CTP2 1 2 7 0.29 0.3 62 9
CTP2 3 2 7 0.29 0.9 62 23
CTP2 9 2 7 0.29 2.6 61 20

levels of the CPT-2 treatment were 0.1, 0.3, 1, 3, and 9 mg coal tar per treatment. The CPT-2
high dose group exhibited ulceration of the skin and with complete focal loss of the epidermis.
This high dose treatment set of the CTP-2 group was terminated early. The hxgh dose group was
not used in the potency evaluation. Table 1 lxsts the results of the dermal carcinogen study for the
CPT-2 group.

Potency Factor

NEWFIELDS performed an evaluation of the dermal cancer data from the Fraunhofer study to
estimate a human dermal cancer potency factor. The tumor incidence data was analyzed using
the linearized multistage model (LMS) GLOBALS6 (Howe et al., 1986), and the 95% confidence
interval of the slope of the dose response curve (q1*) was calculated A typical assessment
approach for calculating a human potency factor includes calculating an animal slope factor with
the units of the inverse of mass of exposure per mass body weight per day (mg/kg-d)”, which is
then scaled based on animal to human body weight ratio. The resultant human slope factor would
be in the standard units of (mg/kg-d) This method utilizing the body weight parameter is
necessary to account for systemic distribution of an absorbed dose that would then be available

~ to act on a target organ. However, given that the effects are dermal due to local application
exposure and is not dependent on absorption and distribution within the body, the use of body
weight adjustments are not applicable for this evaluation. Therefore, NewFields applied a
methodology similar to a draft EPA methodology developed for calculating risk from dermal
exposure to B(a)P (EPA, 1997). The approach outlined by EPA for assessing risk from point of
exposure cancer makes use of the fact that “the systemic distribution of absorbed doses is not
relevant.” Therefore, body weight is not a necessary factor. The EPA assumed that “the
application of an equivalent dose to 1 cm? of skin from either a mouse or human would have the
equal probability of inducing a tumor.” The resultant slope factor calculated from animal data
would not be scaled to humans by body weight and would have the units of inverse the mass of
dermal dose per day (mg/d)"'. This approach differs from the standard OEHHA method, which
assumes that the risk assessment takes into account the systemic distribution of a dose by using
body weight scaling. The draft EPA approach outlines the rationale why the body weight factor
should not be applied to assessment of effects from local application. Therefore, an animal slope
factor based on mass per day (mg/d) dosages was estimated and was not body weight scaled for
human application.

NEWFIELDS
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Results

The resultant q1* slope factor from GLOBALS6 was 0.7 (mg/d)"'. The associated p-value, which
when greater than 0.01 indicates that the model fit to the data is statistically adequate, was 0.95.
The value was not scaled before being applied for human health assessment. The NSRL was
calculated using the following equation:

NSRL = Target Risk
CSF
where;
Target Risk = 1x107, Proposition 65 default
CSF = Cancer Slope Factor, 0.7 (mg/d)”.

The resultant NSRL for coal tar is 2 x 10°° mg/day (0.02 pg/d).

Discussion

Based on the OEHHA memo from Page Parker to Susan Fiering, August, 1999, the NSRL would
apply to the amount of coal tar in “shampoo that remains as a persistent residue following
application.” Using the NSRL, NewFields calculated a coal tar content in shampoo that would
result in an exposure equivalent to the NSRL. This was done using the following equation that 1S
used to calculate a Lifetime Average Daily Dose (LADD).

LADDmgmmo=KNARxQ55£Q5RF)
AT
where:
C = coal tar concentration in shampoo (mg/g)
AR = shampoo application or use rate (oz/year)
CF = conversion factor, 28.35 g/ oz of shampoo
ED = exposure duration (years)
RF = residue factor (e.g., percent of dermal application that remains in contact on the
skin persistently)
AT = averaging time; the time over which the exposure is averaged (days)

In solving for a coal tar concentration in shampoo, the LADD is set equal to the NSRL and the
equation is rearranged and solved for the coal tar concentration (C):

___ (LADDx 47)
( ARxCFx EDxRF )

A shampoo use rate of 62.1 ounces per year, which is based on average shampoo use per year,
was applied. The exposure duration was set equal to 70 years, which is the exposure duration
required for use in Proposition 65 evaluations. The averaging time was 25,550 days, which is
equivalent to 70 years. The evaluation was done using two different residue factors, 2 and 10%.
The 10% percent is based on European Community Scientific Committee assumption for rinse
off products. The 2% percent is based on the OEHHA assumption for the applied dose in

i NEWFIELDS |
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shampoo that remains as a persistent residue. The resulting concentrations of coal tar that may
yield exposure equal to the NSRL are 1.6 x 10™* (0.000016 %) and 3.2 x 10> mg/g (0.000003 %)
for the 2% and 10% absorption factors respectively. Therefore, shampoo products with coal tar
concentrations above these may cause lifetime average daily exposures higher than the calculated
NSRL.

There are several uncertainties that contribute to the conservative nature of the calculated NSRL.

NSRL is a value that has uncertainties associated with it. These uncertainties, which arise at
every step of the characterization, are based on assumptions made typically to ensure that is
result is conservative. These uncertainties are evaluated to provide an indication of the relative
degree of uncertainty associated with the NSRL. - '

Exposure Duration _

In this report, the exposure assessment is based on default Proposition 65 assumptions. The
exposure duration of 70 years assumes that use of the shampoo will occur constantly and
consistently for the lifespan of an individual. The assumption is very conservative and results in
estimating a lower NSRL, than if shorter exposure durations were used.

Animal Study Design

The Fraunhofer (1997) study used mice as its dermal carcinogenicity model. Mice are the most
sensitive laboratory model for B(a)P-induced skin cancer (EPA, 1997). The use of the mouse
provides the most conservative cancer potency results for determining a NSRL.

Carcinogenic Toxicity Criteria

Uncertainty due to extrapolation of toxicological data for potential carcinogens tested in animals
to human data is more prominent for potentially carcinogenic chemicals than non-carcinogenic
ones. The LMS model assumes that there is no threshold for carcinogenic substances; that is,
exposure to even one molecule of a carcinogen is sufficient to cause cancer. This is a highly
conservative assumption because the body has several mechanisms to protect against cancer.

The use of the LMS model to extrapolate is a well-recognized source of significant uncertainty in
the development of carcinogenic toxicity criteria and, subsequently, theoretical carcinogenic risk
estimates. At high levels of exposure, there may indeed be a risk of cancer regardless of whether
the effect occurs via a threshold mechanism or not. An animal bioassay can’t determine what
happens at low levels of exposure, however, which are generally typical of human exposure
levels.

At low levels of exposure, the probability of cancer cannot be measured but must be extrapolated
from higher dosages. To do this, animals are typically exposed to carcinogens at levels that are
orders of magnitude greater than those likely to be encountered by humans in the environment. It
would be difficult, if not impossible, to perform animal experiments with a large enough number
of animals to directly estimate the level of risk at the low exposure levels typically encountered
by humans. Thus, to estimate the risk to humans exposed at low levels, dose-response data
derived from animals given high dosages are extrapolated downward using mathematical models
such as the LMS, which assumes that there is no threshold of response. The dose-response curve

NEWFIELDS §
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generated by the model is known as the maximum likelihood estimate (MLE). The slope of the
95 percent lower confidence interval (i.e., upper-bound limit) curve, which is a function of the
variability in the input animal data, is taken as the CSF. CSFs are then used directly in cancer
risk assessment.

The federal government, including USEPA itself, has acknowledged the limitations of the
high-to-low dose extrapolation models, particularly the LMS (USEPA, 1991). In fact, this aspect
of cancer risk assessment has been criticized by many scientists (including regulatory scientists)
in recent years. USEPA is currently in the process of re-evaluating the 1986 cancer risk
assessment guidelines (USEPA, 1996).

Several factors inherent in the LMS result in overestimated carcinogenic potency: (1) any
exaggerations in the extrapolation that can be produced by some high dose responses (if they
occur) are generally neglected, and (2) upper confidence limits on the actual response observed
in the animal study are used rather than the actual response, resulting in upper-bound low dose
extrapolations, which can greatly overestimate risk.

If you have any questions or comments, please don’t hesitate to call Ken Kiefer or me at (916)
374-9050.

Sincerely,

Bl

Lee R. Shull
Principal
Health and Risk Services Program
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W. D. BETTS CONSULTANCY

(Proprictor: W. D. Betts, B.Sc., C.Chem., R S.C., F.Inst Pet)

9 Decrlands Road, Wingerworth, CHESTERFIELD, Derbyshire $42 6UL, UK

Telephone/Fax (01246) 271839
Home Telephone No. (01246) 273726
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ON BEHALF OF THE INTERNATIONAL TAR ASSOCIATION
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FAX TO: OCCUPATIONALKNOWLEDGE =~
:

—EXECUTIVE DIRECTOR

FAX NO: 00-1-415-441-5767

FROM: .MR. W, D. BETTS

DATE: 29TH NOVEMRER 1999
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MESSAGE:

In reply to your query to Dr. Thoms, please find following analyses of the two oils used in
the Dermal Carcinogenicity Study of two Coal Tar Products; both were obtained from
high-temperature coal-tar.

Yours sincerely,

N
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Final Report 93/11 ' Page 4483 of 4485
Fraunhofer ITA: Derma! Cercinogenicity Study (78 Wesks) of Two Cosl Tar Products

Appendix J
Composition of the Test Substance: CTH1
BIOCHEMISCHES INSTITUT butup 4
FUR UMWELTGARCINOGENE SOl
Proi. Dr. G. Grimmer Fax 04102-03008

9. Mlrz 1803

Polycyodiische aramatisshe Kohlenwassarstofte in der Probe
Cosi tar oil (1}

Stabilitdétspritung (0.38 mg Coal tar o/ ut Acetonitsung}
Angaben in ug/miL

a3.02. 26.02. 208 9.03.
1. Tap 4. Tag 8. Tag 18. Tep
Naphthalio 44100 43600 44800 42900
Phananthren 11324 11280 11870 11324
Anthragen 1209 1180 1120 1208
Fluorenthen 1350 1300 1360 1350
Pyran 435 408 T840 430
Banzolblnapntho!l2. | -githiophen 087 0.98 0.09 .87
Senzolghilfiuoranthen « BiciPr 1.73 1.63 1.7 1,73
Cyclopentapyren 0.39 0.38 0.40 0.30
Benz(alanthracen 913 9.10 9.12 0.13
Chrysan « Triphenylen B80S 8.00 8.97 8.95
Banzofivoranthene {bejvk)} 7.63 1.0% 7.88 7.83
8enzoislpyren 283 -} 2.84 283
SBenzolalpyrsn 3.64 3.43 - 8.6 3.84
Perylen 1.28 1.22 t.20 1.28
indenol 1,2.3-0d)pyren 1.48 1.40 1.43 1.48
Dibenzlahlanthracen 033 c.32 0.34 Q.88
Benzolghllperyien 1.26 1,38 1.23 1.28
Anthanthren 0.72 0.08 0.s8 0.72

Coronen 0.46 044 0.45 0.48
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Fraunhofar [TA Dermal Carcinogenicity Study (78 Weeks) of Two Coal Tar Products

Appendix K.

Composilion of the Test Substance: CTP2

BIOCHEMISCHES INSTITUT
*UR UMWELTCARCINOGENE
Prof. Dr. G. Grimmer

Lurup 4

0-2070 8cohensdort

Tal. 04108-82165 u. 51689
Fax O4102-83028

" Stablilitsprifung (0.88 mg Coal tar o/ yl Acetonissung)

9. M2 1993

Polycyclische aromatische Kohisnwasserstofie in der Probe

Coal tar oil (2)

Angaben in pg/mi.

23.02. 20.02. 203, .03
1. Yag 4. Yag 8. Tag 15 Tapy
Naphiheiin 8880 8700 8480 8580
Phenanthren 44200 44000 43500 43500
Anthracen 1710 1760 1880 1800
Fluoranthen 14740 14800 14800 14300
Pyren 8320 8400 8300 8180
Sentolbinaphthel2, 1 -dithiophen 107.0 105.8 108.3 1086.3
Benzoighiltivoranthen « BiclPH 553 53.2 54.8 581
Cyclopsntapyren 14.0 141 126 138
Banxlalanthracen 428.3 4326 427.9 4228
Chrysesn + Triphenyion 3939 389.4 3980 3825
Senzoftuoranthene (B+]+k] 1338 134.7 1319 1325
Benzolelpyren 871 86.7 88.3 889
- Benzolalpyren 88.3 974 7.8 e7.4
Peryian 15.4 14.8 14.9 14.3
indene(1.2.3-cdlpyren 19.9 106 200 188
Divenziahanthracen .} 7.0 8.9 e?
Benzolghilperylen 374 ars 37.8 372
Anthenthren s 34 A3 L X3
Coronen 4.9 50 4.8 4.7

........................

..........
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Staterrrent of Study Director

\ﬁ ‘

StudyNo: - . 93
TestSubstancess - . - - ' COALTAROL-1(CTP1)
I ' . COALTAR OIL - 2 (CTP2)

Trtle Dermal Carcmogenraty Study of Two Coal Tar Products (CTP) by Chronrc Eprcutaneous >
~ Applrcatron in Male CD-1 Mice(?BWeeks) S o

The study descnbed in thrs report was conducted in complrance wnh the GLP Pnncrples, _German'
Chemicals Law, Appendix-1-(July-15, 1994), OECD Guideline No. 451, May 12; 1981 and = . _
EPAITSCA (USA) Federal Reglster Vol 50 No. 188, September 27 1985 §798 3300 : R

A“-v

This report provrdes a correct and falthful record of the resuhs obtamed o '

1 accept the responsrbrlrty for the valrdrty of the study

{- A ":;'f“
e -
| Study Director . . -
Fraunhofer ITA )
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Study No.: L 931

TestSubstances: . COALTAROL-1(CTPY) . e
S - COALTAROIL-2(CTP) . * ~

Ttle Dermal Carcmogemcuty Study of Two Coal Tar Products (CTP) by Chronlc Eprcutaneous

Apptlcatlon in Male CD-t Moce (78 Weeks)

o 2

Theconductofthrsstudyhasbeensubjecttopenodcmspechonsofmbcalproceduresrelevant .
o the study. Thefndmgsofthesemspectlonswereprompﬂyreportedtothesmdydirectorand

the management of Fraunhofer ITA. The exact dates of mspectrons and reports are grven below.
This report has been audited by the Fraunhofer TA Quahty Assurance Unlt. It descnbes correct
presentation of the procedures and methods» employed dunng the course of the smdy and
accuratety reﬂects the raw data of- the study o

Da'teof\QA tnspection SR - T : ReporttoStudyD'fector o

December 20-21, 1993 T December 23, 1993 s
January 21, 1994 L e L V‘January21 1994 -

January 24,1994 . . . - o .January24 1994
May 19-20,1994 -~ . -~ - SoondMay 20,1994
August31,1994 . =~ - “August3t, 1994
‘October 11, 1994 oLl " October 11, 1994
- October 18,1994 -~ . "~ . - October 19, 1994
. May 29 - june 2, 1995 S e T Flune 2, 1995 4R -
March 18-21,1996  : . =0 - 0 March 21, 1996 -
. October 18,1996 . - © T .7 - October 18, 1996«;.:,.,-
" November 26, 1996 e . ‘Novemiber 28, 1996
Apnl28 1997 - T Aprnzs 1997

- Dr. M:B. Ketkar . ’4"':' !H' o
Head, Quality Assurance Untt P - N
Fraunhofer ITA ‘ o : ; '

.......
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Statement of Pnnapal Soenttsts e T
©sdyNo: 93/11 |
- TestSubstances: - - . COALTAROIL- Tcwy PR
IR D L COALTARQ!L_ 2(CTP2) e
Tttle. Dermal Caranogematy Study of Two Coal Tar ?roducts (CTP) by Chronlc Epowtaneous
AppllcahoanaleCD-1 Mlce(78Weeks) o o
We the undersogned herebydedaremattheworkwas performedbyusorunderour .
L  supervision according to the procedures-herein descnbed and that ﬂus report prowdesa correct
L _:“ andfasthfulrecordoftheresultsobtamed A S L

Hematology and Clinical Chemistyy: - - 9 F
ProfDr.‘l_'er natWBartsch R 2 (D ?; %“t

Laboratory Ammal Vetennanan )
Dr med vet C Dasenbrodc oL
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1. Summary

The test substances CTP1 (coal tar oil with low benzo(a)pyrene content) and CTP2 (coal'tar oil

‘with.medium benzo(a)pyrene content) dissolved in toluene were applied eplcutaneously on the_ -

/

clipped skin of male CD-1 mice twice a week in a 78-week study. Each compound was

_administered to each of three groups of 62 animals in concentrations of 1, 3, or 9 mg per animal

per treatment (amounting to 156, 468, and 1404 mg at the end of the study). The control
group was treated with the corresponding volume (25 ul) of the vehicle, toluene. A positive

. . control group receiving 7.5 ug benzo(a)pyrene per treatment (amounting to a total dose of 1170
. -ug per ammal up to the end of the study) dlssolved in toluene was run concurrently.

Although these doses were chosen based ona subchromc study, treatment wrth the hrgh dose
- of CTP2 led to persisting, suppuratlve ulceration of the skin with complete focal loss of the -
‘eprdermls in some of the anrmals Consequently this group was terminated on nommal days

269-274, and thefollowrng groups were added: 0.1 and 0.3 mg CTP2 per animal per treatment
{amounting to 16 and 47 mg at the end of the study) and 0.3 mg CTP1 per ammal per
treatrnent (amounting to 47 mg at the end of the study), and a control group treated with the

e correspondlng volume (25 pi) of the vehrde toluene :

o

‘ the skin).

' "Ihe foIIowmg parameters were mvestrgated Body wetght, liver and kidney weight- (absolute and

relative), red and white Blood cell count and hrstopathology of the treated area of the skin.
Spedial attention was paid to Iocal effects on the applocatlon site (shaved mterscapular regron of

There were no dlmcal sngns of systemxc toxlcrty as a result of the treatment with the test or.

reference substances "and no dlfferences in mean body and organ welghts compared to ihe
"negatrve control group were’ found for any of the treatment groups

Mean Irfespan was srgnrf cantly decreased after treatment with 9 mg CTP1 per treatment, and
.. - . with .1 mg CTP2 per treatment. and above Mean Irfetlme in the other groups was.not. mﬂuenced
T by the treatment _ '

- »The followmg sugmficant neoplastuc hlstopathologrcal findmgs were observed for the
. .dnfferent compounds (all based on the number of animals showmg a given fi f” ndlng)

1 solitary squamous cell cardnoma was ‘observed in the 3 mg dose group, while 2 solitary
- ~ squamous cell paplllomas were seen in the 9 mg_dose group. No skin tumour was observed in
" .the 0.3 mg and 1 mg CTP1 dose groups. Al these incidences were not statrstucally significantly

different from the control group. Lifetable analysrs also did not reveal a significant influence on
tumour development in the high dose CTP1.(9 mg per treatment) even taking into account the
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_ sogmﬁcantly shorter llfespan of the ammals

N

CTP2:

Increase in squamous—ceﬂ carcinomas (3 mg per treatment and above), paprllomas (1 mg per
treatment and above) and multnple papillomata (9 mg per treatment) T S

'Concemung the number of tumour~beanng animals, an increase was observed in the number of
animals with tumours (1 mg per treatment and above), w:th srngle tumours. (1 mg per treatment

" and above) as well as with bemgn and malignant tumours (3 mg per treatment and above).
~ There was also an mcrease in the total number of tumours Q mg per treatment and abbve), '
i bemgn and mahgnant tumours (3 mg per treatment and above). G . i o .

o . Treatment (mgltreatment)
no.anima'ls ' S —
X B i1 . Neg. : .:‘ 'CTP1
Cont* o
Afos]|r |3

o

I |
-5
o
—d

‘with skin tumours * | 1#

%withskin ~~ | 2#

o
o
N

.tumours

with malignantskin | 0 J o f o | 0 | 1

| skin tumors .

% with malrgnant o

o
°
(=]
~N

with benign skin . | 14 |
tumors

o
~.'O
o
(=]

% with benignskin | 24 | 0 J o {0 |0 |3
tumours S IR I

| benign tumours
| . with exclusively [ 2¢ | 0 J o {0 | o

with excusively © | 1# | o Jo-lo | 0"

benign tumours

&sowentoonud :
lmhdmgoneannulwnhacamhnmmm

: Stermanatedafterzudays . o
$ ) group of the add tuulstudy,' . ‘;ﬂ:v B _3':7’\‘-‘}.- B F .

'/
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The followmg significant non-neoplastic hrstopathological findings were observed for the
drfferen_f compounds (all based on the number of animals showing a glven finding):

cPt: : — _
No statistically significant deviations from the.control group were observed. T T

CTP2: - . -
Increase in epldermal inclusion cysts and an increase in epldermal hyperplasra with cellular atypra

(3 mg per treatment and above). Ulceratrve dermatltls was decreased after 0.1 and 0.3 mg per a
, treatment but mcreased after 3 mg per treatment and above. : ' : S

Main clinlcal fi ndings consisted in persrstent suppuratrve ulceratron of the skln with complete '
focal loss of the eprdermls in some of the ammals of group 08 (9 mg CTP2)

Concerning other clmrcal fi ndrngs in the skm ‘the only srgnlf' icant f ndrngs in the number of

- animals showmg the gwen fi ndlng at any tlme of the study were as follows -

CTP1: : g -
‘ Increase in ulcerated skin (suppurate) after 3 mg per treatment and above, and decrease in
~ erythema after 9 mg per treatment. S - :
1/62, 2/62, and 4/62 animals in the 1 mg. 3 mg, and 9mg CTPJ groups respectlvely showed
" the_ macroscopic finding “Nodule, apparent papilloma* at any time of the study while 1762
ammals of the 3 mg CTP1 group maqoscoprcally showed the fi ndrng 'Nodule suspected
‘carcinoma®. No other apparent neoplasms were observed in the other groups. No statistically
significant deviations from the concurrent control group were observed for any of these findlngs .
even taklng into account the srgmf cantly shorter lrfespan of the anlmals of the 9 mg dose group L

el
. ce Tl Tk e s
. . SoTa

Increase in nodules (apparent paptllomas) after 0 3 mg per treatment and above, and in nodules‘
(suspected carcinomas) after 3 mg per treatment Decrease in scalylﬂaky skrn aftera mg per
treatment and above and increase in ulcerated skin (suppurate) after 1mg per treatment and
above, and in ulcerated skin (dry) after 3 mg per treatment and above. After 9 mg per treatment. L
| ‘scabby skin, scarred skrn and erythema were decreased apparently due to the termlnatron of ..
~ this group after 274 days: - -
- Al other findings were observed in all groups and therefore consudered vehucle- ortreatment— .
rnducedbutnot test substance~related IR o S o
No effects of a substance treatment were observed on macroscoplc ﬁndrngs, except an increase _ .
in-dead or monbund animals with enlarged spleen and enlarged lymph nodes in all treated
groups of the main study compared to control group These effects were obvrously due to
mfectcons subsequenttoskm ulceratrons S - o -
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the skln approx lO % of the total body surface area)

2.2 Gurdelmes for the Study

o Carc:nogens, Grosshansdorf Germany, were not subject of this study

- 2.3 Selection of Anlmal Speaes RN
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3 lntroductron

2.1 Objectnve of the Study

[ oo o

" This unvestlgatron was camed out in order to evaluate the possrble toxic and caranogemc T

potential of two coal tar products followmg 78 weeks of local appllcatnon on the skln 6f male

- CD-1mice.

Spedial attentlon was pald to local eﬁects on the appllcatlon site (shaved mterscapular regron of :

This carcmogemcrty study was conducted m compllance wrth the Pnnaples of Good Laboratory ’

* Practice (German Chemicals. Law § 192, Ap Appendix 1, pp. 1724 - 1732, July 25, 1994), OECD - IR
_Gundellne No. 451, May 12, 1981 and EPNTSCA (USA) Federal Reglster Vol 50 No 188
_September 27,1985, § 798. 3300 s

Exceptions to the gurdellnes are stated in chapter 4.10. Note that prelrmrnary studres performed '

- : pnorto the start of the study (Fraunhofer ITA: Final Report 9372, 13 Weeks' Study March, 1994)
“and the investigations (see also Gnmmer, G.::Final Report on the Charactenzatron and Stability

of Two Tar Oils, June 1S "1993) performed by -the Biochemical lnstrtute for Envrronmental " .

: Mace are often used for toxloty and/or carcmogeruaty StUdles, because of the in therr;; . .
- use, the mformatlon avallable on physaology pathology and the susceptlblhty to dﬁerent B

chemicals. Therefore, the mouse was the speaes of choice and 1he d\osen stramhad been . -

) prewously used in such stud' ies. Add' tlonally male mice have been proven to beresponswe and .

there is no mdncatlon found of a sexual difference due to treatment (lARC Monographs onthe B

) ’.."Evaluatlon of Caranogenrc Rnsk to Humans Volumes 32, 33 34 35 45 Lyon France. 1984 : T

' ‘,‘,1985 1989) N

24 Study Duratxon _' Ly

ThestudywasstartedonNovemberZQ 1993(dosungstartda dayO)andﬁmshedon.lme”."_,f
2, 1995(last day of ammal sacnflce) TheaddltlonalsmdySBIﬂA(s he.m)waSstartgd on
“September. 19, 1994(dosmg startday dayQ)andﬁrushedonMardnzz 1996(lastdayof”

animal sacnﬁce )
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2.5.Dose Level Selectron el SR . ) - *

ld

- Cutaneous exposure of the test substance in mice was selected to sumulate the route of human L

exposure and as a model system for induction of skin Iesoons. o S

Thlsstudywasmmedoutonthebaslsofaprevnousdoserangestudyover13weeks 'me ",
- solvent, toluene, was chosen because CPT2 formed precipitations in other solvents, rnduding' ’
~ acetone. Three dose levels of each test substance (1,3,9 mg/treatmem/ammal) ‘a solvent contro! -

(toluene) and a positive oontrol (7 5 g toluenic Benzo(a)Pyrene [B(a)P]/treatment/anrmal) with10
mice per group were tested in order to establrsh concentra'aon levels for thrs cardnogenicity

E study. The following cntena were taken mto consrderatlon body welght gain, blood cell count

and hematocnt, skin rmtatron, liver rmparrment wnth Trespect to rmrphology and liver enzyme " e
levels in serum. Based on the results of the prevrous subchronlc study the followrng dose levels T

“for thls study were selected _ : .
1,3, andBmgperanrmaI onModaysperweek(amounﬂngto 156 468, and 1404mgatthe '
’ lendofthe study).- DT T RaSE I . :

This was also in compllance w:th expenences wrth srrmlar applrcatxons of tary matenals in anrmal o
studies {IARC Monographs on the Evaluation of Carcrrrogemc R|sk to Humahs Volumes 32 33, -

" 34, 35, 45; Lyon, France, 1983, 1984 1985 1989) ~;-‘.,t e oo ,
_The dose of the. reference substance, benzo(a)pyrene, (75 ug ‘pet anunal twme weekly L

,_amn'angtoatotaldoseofll?Opgperammaluptotheendofthestudy)waschosenonthe _—
basis .of comparable carcmogemcuty studies of this compound found in iterature (ARC

Monographs on the Evaluatron of Carcrnogentc Rrsk to Humans Volume 32 Lyon France.
1983). L e - -

S Unexpectedly. treatmentwrth the hrgh dose of CTPZ after approx 180 days of treatment ledto - -
- ' persisting, suppuratlve ulceration of the skrn wrth eomplete focal loss of the epldermrs in some-_-- :
-~ of the animals. Consequently. this group was termrnated on nomrnal days 259.274 and lhe_ A
 following additional groups were included (filed under study number 93/11A): , - ", Lo o
- 0.1 and-0.3 mg CTP2 per animal on specified days (amounting to 16 and 47 mg at the end of i
_ thestudy)and03mgCTPl perammalonspeafeddays(amountmgtoﬂmgatﬂ%endoftheﬁ. R
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3. Test Substances, Reference Substance, and V_ehlde :

+'3.1 Test Substances

' _

Name:

- CAS-No..” -~
 Degreeof purity: -~ .
- Specific density (20 °C):”

' ManufacturerlSupplrer, -

Storage

«

Name: =~ .
CAS-No.." - - -*

= Degree of purity:
 Spedific density (20 °C).
- ManufacturerlSuppller

Storage

- 'Coal tar oil with low benzo(a)pyrene content. (approx 10 uglg)
_ Mixture of 84650-04-4 and/or 90640-82-7, 90640-80-5 and/or
) 91955-49-2, 101896-27-9, 61789-28-4 '

100% coal tar distrllate -

- 1.06 g/am®

Rutgers-VfT AG, Dursburg, Germany

' -Protected from Irght and under nltrogen at room temperature

- . o . "

L Coal tar orl wrth medlum benzo(a)pyrene content (approx 275 pglg)
. Mlxture of 84650—04—4 and/or 90640-82-7 90640—80—5 andlor :
‘91955-49-2 101896-27-9 61789-28-4 o
‘100% coal tardlstrllate ' = . e .
Rutgers-Vﬂ' AG, Dwsburg, Germany S :.-“7 we,
"}Protected from lrght and under mtrogen at room temperature ‘

B Ly A % =

f The analysrs of composrtron and stabrltty m acetone of the main contents of the test substances
“‘was performed at the Brochemncal tnstrtute of Envrronmental Carcmogens Grosshansdorf
~Germany¢ and the results are given in Appendrces 1-K (see also Gnmrner, G. Rnal Report on

the Charactenzatuon and Stabarty of Two Tar Oals June 15 1993). According to an agreement

" wrth the sponsor it was stated that the stabrhty in toluene is comparable to that in aoetone

' 3.2 ReferenceSubstance AS s : SR '"

v...N'ame:
2 V"'LOT No.:

o(a)pyrene (B(a)P) (Aldnd\ No. 81 ,008-0)

A)dnd'n—Chemre GmbH & Co Stelnhelm Germany
’ ‘Dry and protected from Inght at room temperature e

o TheIot-speoﬁcproductmformattonofﬂ\ereferencesubstanoessgwenrnAppendixL, . |
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s

' 33Vehide - . - .. IR

Name: o ’Toluene (Toluol remst Merck No 8323) T
CASNo. - 108-88-3 - = - B
‘Degree of purity  >99% L o '

: Manufacturer/Supplier: 0. E.Merck, Darmstadt Germany

' - Storage: - -Protected from Irght at room temperature

'4;,'Testsystem' S B

a

Tl Lo

AT W -~

In this study male CD—1 mice [Crl CD" 1(lCR)BR] were used The ammals, approxlmately 4 weeks

Ton e

of Aage, were purchased from Charles Rlver Wga Sulzfeld Germany LT

>

) Pnor to start of the treatment penod the mrce were acdrmated for about two weeks in ammal

7 room T1. 036 and T1 043 (addmonal study 93/1 IA) of the Fraunhofer ITA. Dunng this trmethe

: annmals were observed danly and body werght was recorded The collected data showed that the
x mlce werein a good healthy condmon and they were therefore accepted for thls study

e ’ . PRI L ey : o

Each anlmal in the study was asslgned a umque lndeual rdentlﬁcatlon number on a numbered

plate of the cage. ‘The ears of the ammals were also tattooed correspondmg to the ldentrﬁcatnon ’7} T

~ - _numbers. All data collected from an animal were filed under that number. Identrﬁcatlon Iabels

were kept i in the animal room and showed the followmg mformatlon Study number; group

_ 'number spedes, animal number, sex, test substance, doselevel and route of admlmstrat:on
‘The identification labels were prepared in tnplsate for each anlmal one copy of whrch wasl:ept_
‘ ‘_,- lnthearumal room and theothertwo mthenecropsy roomT1-07 ‘When an’ anrmal died or'was "

sacrificed, the date of death was entered on the ammal room copy Whld‘\ was attached tothe -

. death report-for |dentlflcat|on All cage mformatton was dwecked against the death report pnor‘ |

‘to sending the animal for autopsy.. The second and tlurd coples of the anlmal 'label were '

' completed and attached to the mdeual necropsy reportand wetttsuebdttle

-~




5. Condbci of the Study - SRR : S A
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44Housmg and Mamtenance o D, « o

L " Room No. T1-036 was reserved for the mam study, and room No. T1-043 for the addibonal
study 93/1 1A Animals \ were md”wrdually housed in Makrolon® type Il cages. Absorbent softwoog

(H3/4, Hahn & Co, Kronsburg, Gerrnany) was used in the cages Cages were d':anged every ;.’ _'

week or more often if  necessary. . 7
A dosed formula commeraal chow in peﬂet form rdentrfied as '1324 N specraﬂy prepared'
purchased from Altromin lntematrona! Lage, Gerrnany, was offered ad hbrtum as the diet for

. this study. Filtered tap water was offered fresh weekly in Makrolon‘ bottles ad llbrtum o
. Temperature and relatrve humrdty were recorded contmuously The' protocols form a part of the e
_ rawdata Thetemperaturernthe animal roomwas 22+ 2 °C andtherel humrd'tySS:nS% T
The ammal room l’ghtrng was an artrﬁoal hght/dark cyde l’ ghts on at 6. 00 a m;, ﬁghts Off at‘.. . . o

600pm

The mice were randomrzed ona body Werght basis usrng a compufer-generated randormzatron o
program into groups with 62 male mice |n each control or treatmeﬁtgroup After ass:gnment
to treatment groups but prior to the rnlaatron of treatment all grou;:s were evaluated for '

. homogeneity of mean body welghts ‘and Variances within each gfoup After onset of treatment. B -
. anrmal 080006 turned out to be female 4t was killed, and no data ofthrs anrmalvwere rnduded» '( _ ,




)

5.2 ADUrat_ion and Frequency of Treatment

| 5 3 Route of Appllcatron and Preparatron of Test Substance Solutrons = P - SOEEE
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Due to the observed persrstlng, suppurate ulceratron of the skrn (s 1 5) group 08 was

termlnated earlier, and the fouowrng addmonal groups were induded (filed under study number A E

93/11A): o | |
D No. . Sex ~ Group Name o Treatment twice a week wmr o
| ' - - 25 pl of a toluenic solution L

09 62 ‘male- " Negative control(toluene) 25 pl toluene per treatment

: ~__ {Solvent control) , - ) '
10 62 ° male: lowerdoseCTP1. .~  0.3mgCTP1 & 0.003 jig Ba)P
1. 62 .male lowestdoseCTP2 ' . 0.1mgCTP2 4 0.027ugB(ap
12 62 male lowerdoseCTP2 ...  03mgCTP2 a 0.080 g Ba)P - - -

) »

.- s
1

Skm of mrce was pamted twrce a week on Monday and Thursday for a penod of 78 weeks At T
similar trmes (between 7-10a. m.) all ammals in the study recewed the vehicle, respective test
substanoe, or the reference substance solutlon The applrcat:on began for all animals of groups

- 01-08 on November 29th, 1993, and was contrnued until May 26th, 1995 (except group 08). In
~ groups 09-12, applncatron began on September 19th 1994 and was contmued untll March 14th : '

1996 . .. :'- ) A

Py

~ Al animals (except those of group 08 whrch were’ sacnf ced after 39 weeks see 1. 5) were _
‘sacrificed after 78 weeks, animals of groups 01-07 on May 29th through June 2nd, 1995, those S
of groups 09-12 on March 18th through 21st, 1996 The anrmals of ¢ group 08weresao'rﬁced on L o

August 25 through 30 1994

S -
'-‘" T

..In some anrmals ulcerabons of the treated area of the skm were observed Treatment ofthese ‘

animals was mterrupted untrl ulceratron was over Whereafter treatment was resumed The :
number of trmes that treatment was mterrupted is reported for the mdivrduai anrmals m c
AppendrxA S < : ‘ o L

R :"'_._‘ N TeazoocoL T T e Y A

The test substance was applred onto the mterscapu!ar skrn regron of the mice, because a poss|b|e - .
-route of exposure to man is dermal contact and ini the comparable studres, dermal apphcatson T
was also selected. Once a week, the mterscapular skm region was drpped by an, electnc razor, ..

one day prior to the subsequent treatment ‘The shaved regron was approx 10‘% of the total o
body surface area. N s R

Treatmentwas performedbyapphcahonofzsMofsolmonorvehdeperammlpertreaunent.f o




()
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';‘04 and 07), or 3600 mg (groups 05 and 08) of CTP1 or CTP2, respectwely in toluene ad 10 m
_.atroom temperature The reference substance IB(a)P] solutlon was prepared atthe same brne by
-diluting 1 ml of a stock solutlon (3 mg/mi) wnth toluene ad 10 ml The solutions were stored o

" The solutnon of the test substances was freshly prepared once every two weel:s by dlssolvmg

- S 4 Control of Test Substanoe Solutlons (Concentrauon Venficanon)

L N e *_'Page 18 of44es
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A .
-‘.»l

40 mg (group 11), 120 mg (groups 10. and 12) 400 mg {(groups 03 and 06) 1200 mg (groups )

dosed bottles at 18-25 °C protected from lgght and air ir by fillmg the bottles wuth mtrogen before
prepanng the soluhons e B C

All ammals were observed in thetr cages tvwce dally (on weekends once datly) Addlttonally all
ammals were removed frorn thear r.ages once each week, and were- carefwy.-'exammed for

abnormalltres

| At 12 and 18 months ablood smearwas obtatnedbypmcmreofthetaawem(amﬂz months),

orVena cava caudalns (after 18 rrsonths at samﬁee)for all- anamals A dlfferenhal blood cell oount‘
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- 5.7 Necropsy and Hxstopathology

All animals were sacrificed by exsangumatlon under CO, anesthesra rmmedrately after blood
<collection. e
Each anlmal was sub)ected to necropsy. The physical condutaon of the animal pnor to euthanasra v

- and the exammatlon of the mternal organs were descnbed in detail on rndrvrdual autopsy

protocol sheets. :
In addition to the termmal body welght the liver and krdneys from all ammals were welghed '

(paired organs separately). Relatrve organ weight data were computed

‘The following organs and tissues were collected from each mouse and ‘ﬁxed in 10% neutral -
 buffered formalin (lungs were inflated at approxlmately 20 cm water pressure with formalin):

Treated area of the skin, masses and gross lesrons, pituitary, tongue, eyes, Harderian glands
nasal and. paranasal cavities, Iarynx and pharynx thyroid and parathyrords trachea, fungs,

' thymus heart, aorta, mediastinal lymph nodes, salivary. glands, submandrbularlymphnodes liver.

and gall bladder, spleen, krdneys adrenals, esophagus, stomad1 ‘duodenium, j jejunum, ileum,
cecum, colon, rectum, urinary bladder mesentenum and mesenterial lymph nodes, pancreas,
testes, epididymes, prostate, seminal vesicles, musde femur induding joint and bone marrow, 4
spinal cord, brain, peripheral nerve, sternum with bonemarrow untreatedarea of the skin, and
extraorbital lachrymalglands . N SR R L
Hlstologlcal examination was conducted on the treated area of the skin of all ammals in all
groups. Some other organs of ammals that were killed as a consequence of severe skin
ulceration were also observed in order to get mformatlon on. potentlal lnfectrons caused by these

ulcerahons : B
Tissues for hustologncal examination were ﬁxed at least one week in 10 % neutral buffered

o formalin, embedded in Paraffin, sectloned at5 um, and stained with hematoxylm and eosun

The slides were examined by light mlcroscopy and the observatrons were recorded usrng the

5.8 ,Stati_stical Evaluatlon

Differences between groups were conﬂdered statnstncally srgmf cant at p<0 05. Body welght
organ werghts (absolute and relative), hematology and dinical chemrstry data were analyzed
using analysis of variance (ANOVA). If the group means dlffered sogmﬁcantly by ANOVA, the .

. ~ means of the treated groups were compared to that of the negatrve control group by the two-

tailed Dmnett's test. Frequency data were analysed using ch:-sqare contingency table techniques
and Fisher test . Survival data mduding terfninal sacrifice were analysed by the Kaplan-Meier
method (Kaplan and Meier, J. Am, Stat. Assoc 53, 457-481,1958) using the Lifetest program _ .

* (SAS Institute Inc., SAS User's Guide: Statlstlcs, Version 5 Edmon. SAS institue Inc., Cary, NC,

USA, 1985). Survival rates were inyestig_ated with logrank test (Mantel, Cancer Chemother. Rep.
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59 Exceptions to the Guidellnesr : '-_,_' o
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5Q, 163- 170 1966 Cox, JR Stat Soc 834 1-87-220 1972) lfthere was an lnﬂuenceonthe

sunaval tumour free survrvmg was analysed wrth the same procedure (l(aplan and Meier, J. Am

. Stat. Assoc 53, 457-481, 1958; logrank test)

Calculatrons were done on Microvax 3600 (SAS) and VAX 6500 (DATATOX) computers (Drgrtal

' ,A Equrpment Corporation) with the operal;lng system OpenVMS VAX, version 6.2 and the software
packages DATATOX (Instem Computer Systems, Stone, Great Britain, version rC 8-1) and SAS '

(SAS Institute, Cary, NC, USA, versron 6. 08) lrfetable analysns was performed on SPSS release
70.

" The negatrve control  group 01 (09 for the add tlonal groups 10-1 2) served as the control for all
.statlstlcalcompansons o R T A e e A

- Exceptaons to OECD Gwdellne No. 451 and USAIEPAITSCA Federal Reglster Vol 50 No 188,

o application was not covered after admrmstratmn

Concentration Veriﬁ_catiorl: o fWere performed at Fraunhofer ImA after mlual analysts

andstabtﬁtycontrolbytheslod'lemcallnsntuteofEmk
N 'ronmental Caranogens Grosshansdorf Germany

v These exceptions were 1usttﬂed and accepted by ﬁ,e Sponsor smoe the I ve of the s
was to evaluate possible carcmogemc effects of CTP on the skm of male CD-l mice (see p 8) .

,.-’ '/“ N

5.10 Study Plan Amendments/Devratlons

-_-..«..
Fa

27th September 1985, wereasfollows' LT g e.’ : PR
Testanimals: = - e Onlymaleammalswereused S e :’. R
Ophthalmology - : e ~"":Wasnotperformed TR S
Hematology: - Onlydifferential WBC countwasdone 5 S
Clinical chemistry: - : N Onlylum:tedparametérsweremesﬂgated 2

- Urine analysis i "_;Wasnotperforrned
" Organ weights: o 4Ofonlyl|verandkldneyswererecorded
Foodconsumptaon data: - ", "Were not obfained. » ;
.'H:stopathology o . '5-'-0nlyﬁ:etreatedareaoftheskrnwasexanuned ,
Treatment: . . R Wasperformedonlym:eperweek.fornweeks srte




o

_' 6 Results and Dlscussnon

6.2 Lifetable Analysis B

animals (see 6.8). = : . e ' T
"No-statistically srgnlﬁcant devratlons from the concurrent control group were observed for the

©in alopecna and scarred skm -
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'6.1 Control of Test Substanee Solutions

are shown in ‘Table 12 and 12a.

S e

dose CTP1 (9 mg per treatment) even takmg mto accountthe srgnrficantly shorterllfespan of the

T,

macroscopic findungs *Nodule, apparent papllloma and Nodule suspected cardnoma* in the

' hlgh dose CT P1, even taklng mto account the sagnlﬂcantly shorter llfespan of the anunalsof the

9 mg dose group (see 6. 3) P ~_; N

6.3 'Cllnical Observations, T

~ Data on dlmcal observatlons of the skm are reported in Table 4a-c, as well as Fig 4ab and 5 a-

b, individual data are given in Appendlx DF. Mortalrty plots are shown in Hg. Za-c. ‘lhe
individual fate of the animals rsshownmAppendrxA. LR . -
There were no dlmcal slgns of systemlc toxlc:ty as a result of the treatment wutb-the test or
reference substances. "~ . : :
However, treatment wuth the hlgh dose of CTPz after approx 180 days of treatment led to
persistent, suppurative uiceration of the skin wnth complete focal loss of the eprderrrus in some _

| of the animals. Consequently this group was terrmnated on nominal days 269-274

Concemmg dinical findings of the skin, the only slgnrﬁcant findings in the number ofarumals
showmgthegwenﬁndmgatanytrmeofthestudywereasfollowsﬂable4a-b) LT

Benzo(a)pyrene

—

The concentrations of the test substance solutions, which were applied, were found wuthiﬂ‘?" },
£ 10 % of the nominal concentration. If determined values were outside the limit, the solutions. .
were discarded and new test substance solutions were prepared. Only the solutlons whlch were -
" within the limit, were used for application. The results of the dwemlcal analysis of these solutlons

- Mean lrfespan (T able 1, lFig 2a-c. Appendlx A1) was slgnrf cantly decreased after treatment w:th ' .
© 9.mg CTP1 per treatment,’ and with 1 mg CTP2 per treatment and al::ove Mean llfetlme in the h

other groups was not mfluenced by the treatment R R o

‘Lifetable analysns also did not teveal a sngmf‘ cant mfluence on tumour development in the hlgh




~ Table 5. No mfluence of any treatment on these palpable rnasses was found. -

- ', individual data are grven rn Appendixﬁ '

Fraunhofer ITA: Dermal Carcrnoggnraty Study (78 Weeks) of Two Coal Tar Producls

increase in ulcerated skln (suppurate) after 3 mg per treatment and above, and decrease in

erythema after 9 mg per treatment. 1/62, 2/62, and 4/62 animals in the 1 mg, 3 mg, and 9mg-

CTP1 groups, respectively, showed the macroscopic fi ndrng Nodule, apparent papilloma" at any .

time of the study while 1/62 animals of the 3.mg CTP1 group macroscopically showed the
frndmg *Nodule, suspected carcinoma“. No other. apparent neoplasms were observed in the
other groups. ‘No statrstrcally significant .deviations from the concurrent control group were

* observed for any of these findings, even taking rnto account the srgmﬁcantly shorter Irfespan of
"theanrmalsofthengdosegroup(p=00775) IR C T e e

lncrease in nodules (apparent paprllomas) after O 3 mg per treatment and above, and ln nodules
(suspected carcmomas) after 3 mg per treatment. Decrease in scalyl‘ﬂaky skrn after 3 mg per

" treatment and above and increase in ulcerated slcln (suppurate) aﬂer 1 rng per treatment and

above, and in ulcerated skm (dry) after 3 mg per treatment and above After 9mg per treatment,
the number .of - observatrons of scabby skin, scarred skrn and erythema were decreased,

'_ apparently due to the termination of this group after 274 days and the occun'enceof thrs ﬁndmg

in other groups mainly later dunng treatment penod o B

mduced but not test substance-related

apparent paprlloma ‘at any time of the study is hrgher compared to the number of anrmals

" Final Report 93/11 o Page220f4485 .

-,

* All other findings were observed in all groups and therefore consrdered vehrde- or treatment— o
. Note thatin Table da-b andi Fig: 4a-b the number of arimals which showed theﬁndrng Nodule. -

showing this ﬁndmg hrstopathologrcally at the end of the study Thrs differenoe is due to the S
' following reasons: g : MR S
1. Paprllomas may regress spontaneously espeaally m comectron wrth slun dceratlons See o A
- Appendix E for individual data for each animal. - . S
2. The finding "Nodule, apparent paprlloma was chosen based on macroscoprcﬁncﬁngs:'l‘l'tese L
.rnay indude severe (paprllary) hyperplasras as well as (hlstologrcal) caranomas wrth an exophyuc

growth pattem. This is evidenced by the fact that the indidence of themaaoscoprc finding e
*Nodule, suspected carcinoma* ‘is lower than the number- of hrslologrcally‘deterrmned Ny

" cardnomas. In addition, focal scar trssue or abundant focal hyperkeratosrscould macroscoprcally?-' A
- have been dassified as 'Nodule apparent paprlloma > - AN : .
~ The first and mean onset of apparent papillomas and suspected caranomas is shown in Table 4c.- 7

The rncrdence of palpable masses at other locatrons than the appllcatron site rSSummanzed m . o
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No statnsttcally srgmt” cant differences i in mean body weights (including. terminal body werghts)
compared to the negatrve control group were found for any of the treatment groups.

¥

6.5 Hematology and Clinical Chemistry . S : | ,:7

Resuits are summarized i in Table 6a-b individual data are gwen in Appendrx G.

" in the biood smears, decreased percent lymphocytes count:and increased- percent segmented

neutrophrles count were frequently observed in all groups and at all time points rnvestrgated

Statistical ‘significance of the differences in mean percent lymphocytes and in mean percent -
segmented neutrophrles compared to negative’ controls was found after 18 months in the
_positive controls and in the medium CTP2 group lncrdences of atyprcal cells were comparable -
' between groups at all time points. - : :

The rnvestlgatlon of ‘total bilirubin, glutamic oxaloacetnc transammase glutamic pyruvrc K
' transammase alkaline phosphatase -and albumin in blood from 10 animals of the high dose

CPT2 group and an untreated control group on Day 269 during sacnﬁce of group 08 (see 1.5)

. revealed similar mean values for both groups, exdudmg an effect of the solvent and/or hrgh .
‘dose CTPZ on the liver. - . c ; ‘

. 6.6 Organ Weights ’

~ The summary of the relatlve and absolute organ welght data is lrsted in Table 3 and 3a, the
individual data are grven in Appendix C. - s
No treatment-telated effects were observed

[

. 6.7 Sacr'rﬁce Data

~ The gross pathology fi ndmgs are summanzed in Table 7a-d

No indications of systemlc effects due to CTP1, -CTP2, or benzo(a)pyrene treatment were

- observed. . o B
No effects of a substance treatment were observed on macroscoprc ﬁndeS, except anincrease

in dead or moribund animals with enlarged spleen and enlarged tymph nodes in all treated

, groups of the groups 02 - 08 (main study) compared to control group 01 These effects are

obvrously due to infections subsequent to skln ulceratlons J

6.8 Hlstopathology o

Hlstopathologlcal fi ndmgs are summanzed in Tables 811 and ﬁg 3a-b wrth rndrvrdual data' |

shown in Appendlx H.

All data are based on the number of ammals showmg thrs findmg

’
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1. Test substance-related f ndrngs of the skin ~ *-

. Neoplasms occumng in the treated aréa of the skln of the cTP1 and cTP2 treatment groups fm: o V
. were sohtary or multiple (> 2) squamous cell paprllomas and squamous cell caranomas These e

tumour types were not observed in the toluene~treated negatrve control groups) Squamous

ce!l carcrnomas were found in"1/62-mice of the 0.1mg and 0.3mg CTPZ dose  groups each

andm3/62 16/62 and6/62ofthe 1 mg 3mg, and9mgCTP2dosegroups respecuvely
. The difference to the: negattve control group was. statrstrcaﬂy sugmﬁcant in the 3 and 9 mg

ai) dose groups Muttrple squamous ceII mronomas were seen only rn'2 mice of the 3 mg

CTPZ dose group. : : : - e

‘Squamous cell paprllomas occurred in 2/62 6/62 12162 and 15/61 mroe of the 0 3 mg, .1 mg, -
3 mg and 9 mg CTP2 dose groups; respectwely Wththeexmptlonofthe 03 ng CTPZ dose © .
group, the dlfference to the negatnve control was statrstrcalty srgmﬁcant in all the other car2 -

dose groups. Two mice ofboth the 1 mg and 3 mg CTPZ dosegroupsand 7mrce ofthe9 mg: RS
‘CT P2 dose group had multlple paprllomas . ; ' '

In the CTPl-treated mice,- 1 sohtary squamous cell caronoma was observed in the 3 mg dose L |

_ group, whrle 2 solitary squamous cell pap'llomas were ‘Seen’ m the 9 mg dose group No skin
tumour was observed in the 0.3 mg and 1 mg C1‘P1 dose groups ST ‘

The hughest number of both tumour types was‘observed in the B(a)P-treated positive control
© group: 30/62 animals had squamous celi caranomas (mulﬁple mS mrce)and 27/62 mrce showed
squamous cell paprllomas (multrple in 13 mlce) Furthermore, only ln the posrtrve contrd group'.- o ‘
additional skin tumour types could be detected whrd't also have to be consrdered"to be related 4,-: L

to the B(a)P treatment Besrdes 4 basal cell caronomas and 1 benrgn basa! celi tu'nour | .,_‘_ “
sebaceous cardnoma, 2 sebaceous adenomas 1 malrgnant f%rous hrstrocytoma and 2 mahgnant o =
sdwwannomas were observed T |

Ihaemangroma This tumour type was also observed ina srngte mouse df the 9 mg CTPz dose >
group, butis consrdered as an tnadental fnding Inﬂtrabon ofthesi:inby fymphoma B
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observed in single anrmals of the B(a)P 0.3 mg and 1 mg CTP1 and in the O, 3 mg and 1 mg

~ CTP2 dose groups, respectrvely

on- 'ili : <~>.~‘ ’ ) IR Aol

L [N

Focal to multifocal hyperplastic and lnflammatory changes in the treated area of the skin were
observed in all substance- and solvent-treated groups. Moderate to severe eprdermal hyperplasia _

with cellular atypra was obiserved i in l/62 mice of the negatrve control group A, but occurred at

statistically srgnrf cant levels i m the B(a)P (29762 mlce) 3 mg (11/62 mice) and 9 mg (13/62 mice)
CTP2 treatment groups Thrs change which has to be regarded as pre-neoplastrc. affected 5/62 ‘
animals of the 1 mg CT P2 dose group and between 1/62 and 2/62 mice of the 1 mg, 3 mg and

'9mg CTP1 treatment groups respectwely SR L '*.-

in contrast, the mcrdence of regular epadermal hyperplasra (wrthout cellular atypla) was hrgher in

the negative control groups, all CTP1 dose groups and i in the 0.1mg and 0.3 mg CTP2 groups
( ncidences between 60/62 and 62/62 mace) than in the B(a)P T mg, 3 mg and 9 mg CTP2 dose
groups (inddences between 33/62 and 56/62 mice). The grade of epwdermal hyperplasra vaned
dose-dependently from’ very slight (minimal) to severe. Epldem\al hyperplasaa usually not only
involved the surface eplthellum but also the eplthelrum of the hair. follrdes '

Y

lndrvudual anrmals of dutferent groups (up to 2/62 per. group) had basal cell hyperplasaa (wnth

 cellular atypra) and sebaceous hypertrophy/hyperplasra {up to 4/62 per group) m ad&tron to

epidermal. hyperplasia.. Epidermal hyperplasra (with and wrthout r:ellular atypra) was usually
associated with very slight to severe focal or multifocal hyperkeratoscs of the treated back slan o

| (incidences between 60/62 and 62/62 mrce, all groups) ' T e

Treatment-related lnflammatory d'\anges of the skln were observed in all groups and consrsted
ejther of sllght to severe ulceratnve dermatltls (ulceratuon) or (supert" aal) purulent dermatms

Ulcerative dermatitis was charactenzed by a focal to multrfocal cornplete loss of the eprdermlsf o
and pronounced suppuratrve rnﬂammatron of the underlymg tissues, while (superﬁaal) purulent |
dermatitis was characterized by mixed dermal and epidermal inﬂammatory cell mﬁltraﬁon ‘often
assodated with eprdermal erosions. Both types of dermatms were chromc as reflected by fibrotrc
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thlckemng of the conum whrd'r commonly also involved the subcutrs Subeprdermal edema and

" “focal hyalmlzatron of the conum (amylord deposits ?) were further morphologrcal features of the

induced rnflammatlon

The mcrdence of ulceratrve dermatrtls was srgnrfncantly rnaeased only ln the 3 mg (40/62 mlce)
and 9mg (35/62 mrce) CTPZ dose groups as compared to the negatwe control group (22/62
mice). In the negatuve control group A, the B(a)P, CTP1 0.1 mg 0.3 mg and 1 mg CTPZ

' treatment groups, between 11/62 and 32/62 anrmals per group were affected by ulceratlve

dermatms o

: (Superfrcnal) purulent dermatms of slrght to severe degrees was observed m 9/62 to 37/62 mrce

of all groups wrth comparable/or even lower mcrdences rn the treatment groups than in the
negative control groups Slrght to severe eprdermal erosrons were seemn 3/62 to 14/62 ammals

" per group with nio srgmf'cant drfferences between the negatlve control and the treatment T

. groups

o Epidermal kera’an (rndusron) cysts of usually small srze were srgnrﬁcan’dy more frequent in the

- ulceratrve dermatrtrs s

: negatlve control group (0162 mrce) The rnadences of thrs lesron m the other groups ranged

between 0/62 and 5/62 mice per group lndusron cysts were frequently assoaated wrth »

- Other skin lesrons such as abscesses mast-cell rnf' Itratron and cholesterol gramlomas affected

only individual ammals of drfferent groups

-

r findin:

_': From some ammals whrch dned or were krlled at an early stage of the study some other OfQB“S

were examined in addmon to the Skln Hlstopathologrcal changes in lhese organs. mduded E

' Pleuritis of the lung, hepatocellular necrosrs amylordosrs and abSCesses of the lrver nephnus and oo |
testicular serositis. All these fi indings could be. related totreatment uf‘the skrn and were mostly g

due to secondary ‘bacterial rnfecbon of the skln lesrons -4

. L
e -

4"‘ ...1.4
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The following significant neoplastic and non-neoplastlc histopathological tlndlngs were

observed for the different compounds (Al data are based on the number of animals showing thlf.‘.» .
findlng)

' Benzo(_a_)pyrene: o ST / '

There was an rncrease in squamous—cell carcinomas, paplllomas and mulhple paprllomata and an
lncrease in mice with epudermal hyperplasra wrth cellular atypla compared to the negatrve control

group. Concemmg the number of tumour-beanng ammals ‘an increase was observed in the
“number of animals with tumours,’ with single and muluple tumours ds well as wrth bemgn and
.mahgnant tumours There was also an rncrease in the total number of tumours bemgn and B

malrgnanttumours SRS IR T

" No statrstlmlly srgnrf cant devratrons from the control group were: observed Llfetable analysrs also.
. did not reveal a srgmﬁcant influence on tumour development in the hrgh dose cTPi 9 mgper
treatment) even takmg rmto account the signifi cantly shorter llfespan of the anlmals (p=0 2363)

~

There was an increase in squamous-cell carcinomas 7(‘3':’:‘»9' per treatm‘e'nt and above) papiliorhas

' _ -»(1 ‘mg per treatment and above) and multrple papillomata (9 mg per treatment), amncrease in

mice with epldermal hyperplasra with cellular atypla 3 mg per treatment and above), and an
increase m epldermal lnclusaon cysts 3 mg per treatment and above) compared to the

~concurrent negative control Ulceratrve dermatrtrs was decreased after 0. 1 and 0.3 mg per ‘

treatment, but mcreased after 3 mg Pper treatment and abcwe Conoemmg the number of
tumour—beanng animals, an mcrease was observed in the number of animals with tumours (1 mg

‘per treatment and above), with srngle tumours (1. mg per treatment and above) as well as with
' benign and malrgnant tumours (3 mg per treatment and above). There was also an,.mcrease in
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no. anlytzals “CTP1
1 3
total 62 | 62
wit!; skin tumo'urs,v' : 1o 1
% with skin " - 0] 2
| tumours -
with malignant skin' 0 _. 1
tumours - ‘
% with malighant 012
‘skin tumors |
with benign skin_ 100
tumors |
% with benign skin 0 -0
. \ . L 3
jwumours . .}
with exdusively 0.1-0
"benign tumours 1 °
- -
-%wnth exduswely 010
benngn tumours

) & solvent contml

SR
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the total number of tumours (1 mg per. treatment and above), benlgn and mallgnant tumours (3 ’ .l ,-'- a

mg per treatment and above). .

lmludmgoneanmlwdumhemnwm o
stennmtedafmzndays , ’
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. 7. Tables and Figures

ln» the tables, the following aboreﬁeriorié are geﬁgrally used: 1_4 : )
_ Negat.. Cont. . Negeﬁve controlgroup 01 (toluepe, solvent control-) - ‘
Posit. Cont. . - . Positive control group 02 (7 S Hg benzo(a)pyrene) per arumal
- perapplrcatron s A
Lo\rv crPt } Low ﬂose CTP1 group 03 (1 mg CTPI per ammal perapplrcahon)
| rvredium crér' o ‘-Medlum dose cm group 04 @mgC crm per ammar per appl‘oatlon) = Af
' i-iigﬁ P g »ngh dose CTP- group 05 {9mg CTP1 per ammal per applrcatron) | ‘. _
va\rcrpz . 'ILowdoseCTPZ group06(‘l mgCTPZ perammarperappbcatron) ”"
Medium CTPZ o Medrum dose CTPZ group 07 (3 mg CTPZ per anrmal per applicatron) l_
'Hig‘h CTP2 - High dose CTP2, group 08 (9 mg CTPZ per anrmal per applrcatron) -
' Negat. ..Con_t. A o ’ Negatrve control group 09 of the addrtronal groups (toluene) |
Lower CTP1 : ,‘ Lower dose CTP, group. 10 ©. 3mg crr;1 per anrmal per applicatron)
Lowest CTP2. - | " " Lowest dose chz group 1 (o 1 mg crpz per ammal per applrcatron)
Lower CTP2 -;I.ower dose CTPZ group12 (0 3 mg CTPZ per ammal per applrcatlon)

Anova _— Anelysis of variance‘ K
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Table 1: Mean Lufespan of the Animals

%Group

Negative Control

1.mg CTP1

3 mg CTP1

9 mg CTP1

1 mg CTP2

3 mg CTP2 .
9 mg CTP2 0.0001 252
Negative Control A - - a7 B
03mgCTP1 0.4788 493
0.1 mg CTP2. ~0.4685 504
03mgCTP2 0.5785 - 473
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: 93711

: ‘Male
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Dermal Carcinogenicity Study (78 wks) of 2 Coal Tar Products

Fraunhofer-Inst. f. Toxikologie u. Aerosolforsch.

_Table 2: Body Ueight (CTP1)
.'Smw
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Species: Mouse
Sex

* .

1

YIYYIYVARAARGIRRR9N

5557’9990399’096‘1'

. (S [N)

L 2222222233222322232

L’

0
4 &

High cTP1

Nesn
u's
.5
34.5
.2
5.6
36.1
36.9
37.3
- 3.5
38.
38.5
38
i
”.8
».5
39.6
40.3

n
62
62
62
62
&2
62
62
62
62
&2
62
62
“ -
62
62
62
61
61
59
57
55
55
53
52
49
&%
&3
39
34
a8

0
-9
1
1
1
2
3
4
4
4
4
4
5
6
6
6
6
5
5
5
5
5
6
6
6
0 .
9
1
1
7
5
. (pransuan

Nedium CTP1
1
2.
2.
. 2
2.
2.
2.
4
2
2
2
2.5
2
2
2
2
2
2
2
2
2
2
2
2
3
2
3
3
3
3

Mean
.2
-3
3
-8
Z
3
4 .
8
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- s
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00
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.1
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e R
o J
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1.7
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. Mean
318,
41.3
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Table 2 (continued): Body Veight (CIP2)

. Sstatistics: Anov- + Dunnetts tests (tno—sidod): , '9«5% :
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Dermal Carcmogenfcity study (78 uks) of 2 co.l Tar Promqts ;
anbofer-lmt. f. toxﬂ:ologic (TR Mmlfondu .

- Study : 93/11 ‘ .
Specigs. Mouse ' . S o : e o
Sex : Male - ) . ) . . .
..-_-___---_..-‘------..r_.'..--_’---_'.-‘-.-_.--.....-_-__..-'.-‘.'..- ........ cmawe '_.. . R e an
Body Weight (G ' ) £
HALES ] L -

. Negat. Cont. - Posit. Cont. .

i Hean 0 n Mean ® n
paYy 1. - 32.2 1.7 62 32.1 1.6 62 ~ 3.5
DAY 8 33.1 1.8 62 33.1 1.7 62 - 33.8
DAY 15 = 33.8 1.9.617 3.3 . 1.9 & 3%.6 .
DAY 2 . 3.7 1.9 61 - 34.8 2.0 62  -35.2

DAY 29 - 353 - 2.0 &1 35.3. -.-2.0 62 35.5
DAY 36 35.6 . 2.0 6% 35.6 ° 2.0 62 - 359
DAY 43 - 36.3 2.1 6% . 36.4 2.0 62 - 36.7 .

DAY 50 3.6 - 2.2°60 36.4 2.1 & . 373
DAY 57 36.8 2.1 60 37.0 2.1 62 37.3

"DAY 86 . 37.2 . 2.1 &0 - 37.2- 2.1 62 | 38.0
DAY 7 376 . 2.3 60 " 31.6 2.3 & 38.3
DAY 78 379 - 23 60 - 37.8 2.3 62 38.3
DAY 85 38,2 - 2.3 60 38.1-- 2.3 62 38.4
DAY 92 - 38.4 ‘2.2 60 38.4 2.2 62 38.3
DAY 120 - 39.1 2.6 60 . 38.7 2.3 & @ w.2
DAY 148 39.5 2.7 60 393 .. 2.6 62 39.7
DAY 176  39.5 2.7 60 . 39.8 - 2.9 6 - 40.0
DAY 204 ' 40.5 - 2.9 59 .4 .29 62- . 40.4
DAY 232 40.9 2.7 59 - 40.9 __3.0 &- 41.3
DAY 260 41.3 2.6 58 413 - 3.0 62  41.7
DAY 288 42.0 3.0 58 41,9 3.1 &1 h2.2
DAY 316 . 42.0 = 2.8 57 - 42.0 < 3.2 'SY 42.0
DAY 344 1.8 - 2.7 57 - 423 3.2 58 . 42.3
DAY 372 42.0 3.1 55 2.4 - -3.1 S4 41.7
DAY 400 42.0 3.2 55 42.0 2.9 50 419
DAY 428 - . 41.8 . 3.0 S4 42.3 © -3.0 &7 - 42.1
DAY 456 41,9 3.2 51 43.2 - 3.2 38 420
DAY 484 41.8 3.6 46 T 432 TRV 4.8 O
DAY 512 61.2 3.8 &4 £3.2. 3.4 29 413
DAY 540 416 - . 3.9 38 43.1 3.2 25 41,2

--------------------------- - se=w
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Lower CTP2
n Nean

(Additional Groups)
Lowest CTP2
n Mean

iw"cWI
]

Mean

Fraunhofer ITA: Dermal Cardnbgériiciiy.Study (78 Weeks) of Two Coal Tar Products
G-
S n

Negat. Cont.
Mean

: 93/11A
Species: Mouse
Sex

: Male

. ) .
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Dermsl Carcinogenicity ,sw:& (78 wks) of 2 Coal Tar Products

Fraunhofer-Inst, f. Toxikologie u. Aerosolforsch.

Table 2a: Body Weight (Additionsl Groups)

Final Report 93/11

Study

.-Body Weijght

T N

(Exp.unit = Animal)
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~* Statistics: Anove + Dunnetts tests (two-sided):

DAY 15
DAY 22
DAY 29
DAY 36
DAY 43
" DAY SO -
DAY S§7
. DAY 64
DAY 7%
DAY 78
‘DAY 85
DAY 92
DAY 120
DAY 148
DAY 176
- DAY 344
DAY 372
DAY 400
DAY 428
DAY 456
DAY 484
" - DAY 512

DAY 540

DAY
- DAY

. DAY 204
DAY 232
. DAY 260
" . DAY 288"
DAY 316

9

Q
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hble 3: Terminal Body Weight, Absolute and lelative Orm Veights

Dermal Carcinogenicity Study (78 wks) of 2 Cul Tar Products
Fr-mhnf-r-lmt. f. Toxikologie u. Aerssolforsch.

Study : 93711 . . .

Spocies: Nouse .-

Sex  : Male a . o N

................ B ) AU ST 13502 cesnmorace
. : Y4 o

.Group Means . - : ’ S

Daysu mm
Liver  relliv. rel Ik
g . @ . '..11005 . 8/1009 Amoo.'

0.466 - 2321 5.7 - Le? 136 -
0.092 0.445 0.8 : . 0.2 .- "
36 . 36 - s - 36 .. 36

0419 2.562° - 6.2% - 0.98 1.02 ¢ .
0.081 1003 226 . 0.1 095 7 -
- IS - TR S B -
© 2,190 543, . 1.05°
0499 % 0.8
-8 2B .28

2z s wm

Day 546
_ R Kidney

it

Pg ‘B

e'o B .
3% yB

Posit. Cont.

"~
'
wo

. m"‘

2
)

§Sg§§f8

B - X7
N

LS
® B3R

-~
N-X5)
H e
-t

o

Mean
sb

n

Mean
sb

n

Nean
SD

o n
Medium CTP1 . Mean
n

Mean
sD

n
Hean
SD

n

Nean
SO

n

398 0. L , .
33 o.om C L0309 100, 07
_ <2 U . 2 L 2 28 % o 26
High CTP1 39.5 0.409 229 s 1.03° - 190
S 209 - 0.069 oTTt 19 0% - 0.42 -
20 20 LW T
Low CTP2 3.1 . 0413 0426 247 ss? . 106 1.08
SR 3% 0060 006 D528 129 7 015 . DS
, o s B a. . =B B B
Medium CTP2 9.5 0.373 398 230 608 . 0.9% ° _1.01.
A S T2 o.osr, ..0.680 177 4 0% . - 0.16
o n S LR | ISR T R "
'sutistiu. Anova + Dunnetts tests (tuo-sidod)- . P<aSX %% pomlX - - ' ' C(Exp.unit = Animal) '
TM _ ' '_ "ur-iml body uoud\t o o =
LKidney © Left kichey absolute ueigm e
| R Kidney Right kidney, absoiite ukum- e S o
I;iver - ) Liver, absolute aeigh: ) '_ L. - ;
retLiv. Liver, relotive nlwt LT . o 5
rel (K Left kidney, relative weight . . -
rel rX © Right kidney, relative weight . - . - S ' o
,:f’.-r: "‘ 1 : \."'
. ot - P "
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: T&ie's a: i‘e{-iml lody Ileidit, Abolm§ and le;ht_ive Organ Veights (witiu-l Groyps)

ocr-ll c.rcinogenicity Study (78 uks) of 2 Coal. Tar Prodlcts(ldditioml Groups) . L, v
: Fuui\ofor-lmt. f. Toxikolonio u.. Aomolforsch S, _ L L,

Study :93/1A , S Cabe s TR
Sex  : Male o - . o : L

cescsan - canae caves

R

‘ L - " . . [
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-~ Fraunhofer ﬂ’A Dermal Card : (

‘ (78 Weeks) of No Coal Tar Products

| Tablo 4:. Cllnlal Flndlngs ln the Skin- Number of nnlmals showlng the ﬂndlng atany tlme of the :tudy (Maximum: 62)

NegCont. | e s ..__613;“;_‘ s | s | u |8 55 _—
Neg.ContA "f;':’62 . ' S8 |59 - ff491'-? [~ ss . 11 ""-‘101 e .-54{ o0 -] .o
P°5c°"t- "';162,«",, 45* | 61 "[46".:.. -"-:3,.7*' e 17 48 , 53 | 19*
03mgCTP1 ST N TN R R S Y e R T 0
1mgCTPl e e 62 " | s | s 18 (| e |4
“lamgeam | E 59 | e | s s o o | s |, |
fomcm @ | e | e | s | om | | w | 4 | o

X
SN e 1

e o) -s8tl sg | 49| s |1 ] w0 | s [ o 0.

A L 5 3 R X [

iz | oas] e ael A | e | | 48 | 53+ | . qgs

Cmaiadaamis

oo |ose el 0 Nooa3 -8 s a9 [ 2 |y

|- 62| 52 «f 59| ‘42 ;| ‘40 | 97| 18 | s | qw | . g
62 | s4 [ so* | ‘56 | 49 | ;33 | o41r | 49 | 3 | g

fooer o] st | 3+ | 36+ | 36 | 26*. | 25¢ .35*; |36 | o

ST " Signifcance of Giflerence i1 a pairwise Fher's “hemmmmdandmm groups: *P<0.05 —
e . T SCAL - s:awhkys_kh‘ SCAB  scabby skin " UISCAR.  scamdskin

WW riof ‘M"“ oy ULC.S ulcmud!khmﬂ - ERYT erytheml NODP mwm NODC mdubmcb&uvdvm
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Table ab: Cllnlcal Flndlngs in lhe skm. Percent of observatlons throughout the study Lo

NegContA | 41 | 23 | 26 | 14 | 14 v s e T
PosCont, | S0} 7 | v | 7 | 4 R R B T
[03mgCTP | 57 [ 1s 2 o] ] o T
tmgemt | s |2 | s | | e | BE ‘
3mgCtPt | 46 | 18 | 24° | 15 . RTI E
ImgCTP1 | 50 18l 20 | 6] 10 | ¥

—
M-S

o}

e Neg.Cont. | a5 15 U O N 18 0
NegContA | a1 | 23 | 26 | 4| w | 1 . 1| 2
{poscont. | 50 | L nenand SR T T 2
|oamgcei | ,ea A N R R e 10, R
oo |oamgem2 | s | 24 | 9 7 A 14 | a4
L AmgetP2 | 64 | 13l on [y B 1|73 ] g |

© |amgcm2 6 51 7 | 3 6 16 12
{omgcm2s | &1 4| oas [ 10 4, 5 13 1 -
‘ 274 days

~ 1 mits . A0 tbpecii . SCAL staltaky skin * scabby skin SCAR xnmdskin, '
U Uy hes  ukerated sk, ’""P"""' LT et "°°"' odes separentpaplloms Noo_¢ ' |

o

—

Jol=Jlojolo
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Table 4 ) Clinical Fmdmgs in the skm' Fu'st Onset and Meun Onset of Nodules

.Apparent Papillom. Su — Cardm.

Incidence First '~ | Mean lncidence First Mean L

»"Neg.Cbnt. S 512 | s12 . - A - -
-{ Neg.Cont.A R e | - - O R E ,
1 Pos.Cont. 83 184 14 | 19 | 3m1 .| aet

(LGN e e e T e
Jamgcer | 17 f 3947 | 388 -~ fooo | o )
Asmgary | 2 | 2e0 | 21 ] 0 | a8 | ars

lomgcrer |- a4 | 212 EE A R B B

O

NegCont.  |. 1 | s12° |"s12 |- | T Lo

NegContA | -~ | - | o
PosCont. | 53 | 18 314 |19 | 3m2 0 | aer
Joamge2 [ 2 | 3as | e - " |
03mgetP2-f 6 | 14 -] 307

imgciP2 | 17 | 21
13mgcte2 | 35 | 163

lomgctr2s | 36 | 72

(Vo] -l b, -
&
~
&

. §terminated after 274 days o
”.-\3 L R . [ - v B T "“' a
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Table S: Pulpd:lc m at m Locations e . N

Frauhofcr-!mt. £. Toxikologie u. Aerosolforsch.

Study : 93/11 _ ) - .
Specws. Mouse - - . s o ce i
Sex - : Male - ‘ ’ : . . - R

PALPABLE MASS INCIDENCE: Final Report Lo

‘Dose Group /] . 02 03 04 05
Dose ' Negat. Cont. Posit. Cont.  ‘Lom CTP1 Nedium CTP1 Nigh CTPt

¥o with Multiple - = 0o (/] : 0
Total masses - - -6 7 -7
Mean No. Nasses . - S 0.v . 0.1

Per Animal : ’ o

Incidence (X) L s T 7¢ 1) T S

. z ' ;:: o
0.0

£

Es He 2o
Y
[-3

. Total animals (¥) ~ = - &2 Y - SO 2 # b
‘Wean onset (day) - 3et” 38 o - .
-of all messes o o . S L
Mean onset (uweek) - . — &6 . . 46 49

.Mean onset (day) of .~ - 383 - -360 342 - Tl

: msespreuntnt o L ¥ - ’

*.ﬂl Sl - N oo . . B - .
Nean onset (ueok) o . 5. . .52 49 - 58 -
" of masses present : o T e T Ty ]
at death - . Lo _ T e

Deaths . ’ . & 62 - . é2. . -8
Deaths with masses . & - 8§ 7 . & 3

" Deaths with R T I B S ~ =
aultiple masses e el R R “
anhofer-lnst. f. Toxikolosie u. Mrocolfonw :
Study : 93/11 : :

. Spciu- Mouse - N - . .
- Sex : Male , R by
PALPABLE MASS INCIDENCE: Final lﬁport‘ .
oo‘.e Group ] . 01 .. g uvmyw“ g 41 e . )

Dose " © Negat. Cont. Posif. Cont. Low CTP2 * llodil. CI’PZ ~llld| cTe2
Incidence (X) ~ = - I TRE N (R TP .2(,_& et ey w2 B)°
%o with multipte. -~ 7 g - T e . g 0 L. oo g e
Nasses . . . . ,
Total masses T 6
‘ Mean No. Masses - 0.1
~ Par Animal ’ e

Total animals (N) - ) 8 -
Mean onset (day) RIS - 3 R
‘of all masses : o
Mean onset (week) === 46
" %ean’onset (day) of ' K 383
Masses present st L
death -
#ean onset (week)
of masses present
. at death
_ Deaths - co
Deaths with masses:
Deaths with
sultiple masses
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‘l’d»lo 5 a: hlpd:le lh»u at Other l.ocatinm (Adiittc-l ﬁrup) S .: .

- anhofer-lmt. f. 1oxiko(ogi¢ u. Acrosolfondn e L ST s S
study : 93/11 . _ T v o - SRR o
Sex. - :llale , . O S B - ;

....... L T R R L L L Tt S A A P - LT Py

PALPABLE MASS "INCIDENCE: \Final Report

xeem -a LTy N N AL -

_Dose Growp -~ - T 09 R | I 11' ' 73
Dose ST umt. Cont. Louer c'm Louut chZ Laucrc'l’PZ

Incidence Xy -. ’ e 3( ‘) 1( 1) ,u '( 1’ " 1)
Ho with Nuttiple . - ‘o ‘0 _
Totsl masses ', -
Mean No. Masses
. - Per Anfmal -
Totatl .Muls o)

Deaths u!dt'mm
Deaths with I
-altiplc nuu
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Mean
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n
Mean
$0

High cTP1 Mean &2 37
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- ‘l‘ﬁle 6oz Il_tolo.v S A N - Ceinl ity
Fraunhofor ITA ' ' )
Study : 93/11
ﬁwhu!wu )
neop'l.cukocyte Differential Count '7

" MALES L seox B E0S- MO . Moo womo__ .

"% B 3 S B % B 4 X T

S n
.55 55

Baa

Posit. Cont. t
: 15 - . 1%

5
&
oo b ke
_é;;;;_g_éfafrﬁg M.l
f. 'ssgi ,\ s“:“ $os Seo
hsgg‘g;aﬁ#fgfi;;fa-q'i
foo $oo beo éoe;még"

BB )
ARSI 97 T
) , Yt . ‘ ) .
Medium CTP2 . Mean 86 32 R B ' :
i N4 . 4 %0

'

we Hao gab.ma;"&éd

2N

A

R TR

B 5 ,,,,,,, 7 '.A‘w‘(.,

18 18
0 2.

59 7 I
B 1w
LB . B
43« . Ses
B "SR : 1
n o oon " " -

P

Low CTP2

s

i

«

,:eg.,:» Hl'éé_fﬁBue Neo ¥oeo
oo leo Boo Roo ¥eo

wo Bae Qub,u~a“guJ 1

v

T
:.-'.'.z.a.;u‘.e.a..f"séa,“uaa Yoo

"
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_ snthtics. Anova + bu\mtts tests (tuo-sidod): - p<-sx bk v<-1z : o (Exp.mit = Aritmal)

'-LYI " = Lymphocytes ] S L .. SEGM thmtedmutrowiln )
" BAND -luﬂoduwtropln&m ) c : E0S = Eosinophiles, - L v
. BASO = Bagophiles D Howo -lomcytu ST T

NORMD = Nucleated red cells
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Table 6a (continued): Ue-toloyy

Fnt:ﬁofcr ITA
Study: 93711

Diffcrent{al Blood ull Cmnt
Nominel days in study 353

Mumber of Animals with Wotstions C _' Co : . : --’-"T?-‘—-‘lj :
GROP - . . 0 S - S 05 05 o7 PROBIT
" MALES . .
L Low . 3/55 . W0/56 10748 10/49 9740 10.135
SEGX . MIGH C6/55 - 12/56 . 13/48 CAE9 1240 0.187°
. BANDX  MIGH -0/55 " /54 - U/48 49 | 0740 "0.750
" EOS% MIGH - 0/55 . 0/54 0748 . 0249 © 0740 " 1.000
.. BASOX . WIGH °  0/S5 075 - ' O/48° O/9 < 0/40 1.000
‘MONOX. . HIGK - . O/S5 . 0/5 - O/48 . 0749  -0/40 " 1.000
- MORMOX ' RIGH 0/5 . 0/5 0/48 . O/K9 . -0/40 1.000 .
D JUVES CHIGH . 0755 075 - - _O/48 0/49 T 0/40 1.000
CNYELR T MIGH - 0755 . O/54& - O/48 - O/49 0/40 1.000
OIVX [ MIGH . - 0/55 0754 - 0748 1769 - . 0740 - 0.401
_ANISO T MIGH . . 0/55 15 2/48 249 740 0.391
POIK . MIGH - O/55 0/54 . 148 0/49 . 0/40 0.387
© NYPO  HIGH . 0/55 - O/5& 148 19 0760 T . 0.542
| JOLLY'  MIGH - Of55 0/54 0/48 - O/9 T 0/4D - 1.000

smi‘tiu. thi- mn Cmnmency Tables
' Table 6a Ccontinusd): Nemstology
_ Nominal days in dtudy 546 ’
- of Anf-lo ;gi th Nétations

_GRoup N} R 02 05 .06 0T PROBIT
MALES . S o
LYNX - Lo T3 0 . 12/55 - /20 LB 9/ . 0.035

. SEGX . MiGM - . 12736 12725 11720 B V7 ) /11 . . 0.07%
BANDX - NIGH - - 4/36. 325 . 0/20 T o/ . Oo/M1 - - 0.196 -
EOSX ~ MIGH . 0/36 0/ - 920 | o N . 1,000 7,

. BASOX WiGH - 0/36 - 0725 . 020 B ~om 1.000 -

T MONOX  WIGR © - 0/36- 0/25 . 020 . W3 own - 1.000 v

_ WORMOX  MIGH . 0/36 - 0725 C0/200 T o/ oMt ¢ 1,000

TOANK . HIGH =" . 036 0/25 0720 s AN 1.000
MYELX MIGH " 0/36 C0/25 . 0720 -l . . o . 1.000

. DIVE niGH " 136 7] - 820 0 . W3 s TAL 0.179
_ANISO . - WIGH .- .. 1736 4/35. o 0/20 w3 711 - 0.061
"POKK - MIGH 0 0/36 . 0/ - . 0/20 B o711 - 1,000 -

© HYPO . MIGH 0/36 -] 620 - /33 . - o/ 0.458

. JOLLY -uxeu T 036 . ‘0725 - /20 . L W . ont -, 1.000

i A Sutistiu. dﬂ-mn (:ontimy Tables

'_Grm 01-llmt. .,02-Pocit.t:ont os-uighcm os-teucm- OT-llodiucth
Mu betou and m the rm indicatcd in brackets are clmiﬂod as lou and Mdl, rupoctivety.

LYN = Lywhocytn (55-95%) - . SEGM = Semod nwtrophila <s-ew

" BAND = Banded Neutrophiles €0-3%) E0S = Eosinophiles (0-5%) .

- BASO = Basophiles (0X) ’ - MONO ‘= Monocytes (0-5%) . : SN
NORMO = Nucleated red celis (0X) - AN = Netamyelocytes (0X). =~ - o
ma - anoblutl 0x) - ) - bIvV = Atypiul cells (0X) :
uuso = Mioocyuh 0 m : uypodwauin <0)

JOLLY = .lolty's (llouoll't) bodiu (0) , POIK = Polkilocytuil (0)

v . SR -
. . [N .




O

18 I\CPUI Kottt s N P GYT “tJ Wl 4500
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Td)hh(mtiund)-lle-tolmﬁ_,_ : ) o S

" _Fraunhofer 1TA
" Study: 93711A

Differential Blood Cell Count
"Nominal days in study 358

Nusber of Animals with Notations s R B
" GrowP. S T T S 2 ot
MALES _ : S , SRR
e Lo 12/53 20/5% .. 9/5T - w%rs2 . e.01
SEGX - MIGH - 15,53 20/56 w57 s, 0.683
BANDX . HIGH 153 . 3/56 . . 3/57 3552 . 0.757
EOSX  WIGH., 053 . o/% o/sT . o/52 71,000
BASOX  WIGH - . 4&/53  i/86. . A/57 52 . 0.2 -
MONOX . NIGH 0/53 . - 0756 o5T . 0/52. - 1.000
NORMOX  WIGH 153 . 56 . - V5T 252 - . 0.885
JWX - NIGH -0/53 - . 256 .. 0/57 .- 1/52 . 0,303
NYELX - WIGH . 0/53. . A/56 - O/57T .- - 0/52 - 0.406
O OIVK - MIGH. . 18/53°:  20/5% .. 2157 20/52° .  0.970
©AMISO  WIGH - /53 . /56 4/56 - 2/82 0.2
POIK  _ WIGH 53 6/%6 A6 252 - U 0.400
JOLLY | WiGH VSS T w6 . TIAT . wms2 - 0005
',St_atistic::ﬁf'hifmtje Continoer_u:y- Tables

Table 6a (continued): lle-tolo'y"
‘Nominal days in study sé6

. Nusber of Animels with Notations SR R

GrOUP 0 - 10 R | - PROBIT
NALES ) £ s
Ly | Low 10/33° - nsa3r o T3 133 0.232
SEGX HIGH 11/33 A3/37 9/37 . 1531 - 0.226
BANDX . HIGH 3/33 - &/37 - 3/37 0 MR 0.6% i . . o
EOSX " HIGH -~ 0/33 D 0/37 L O/3T Lt O30 U000 F L -~
BASOX  HIGH. 0/33 /37T .. O/37 | o3 . %000 e T T
MONOX HIGH - 0/33 - 037 037 . -0r31. . 1.000 L :
NORMOX  NIGH 1/33 037 0737 -2/51 L0219 Lo
Juvx HIGH /33 . O/37 - o/37 0 o/m %000
MYELX  HIGH 0/33" /37T . T0/37 o3t - 1.000 -

- BIVX HIGH - 13/33 737 -9/37 /31 "0.205 g
ANISO HIGH 15/33 . 2/5T - U7 - 25731 - 0.034
POIK HIGH © 15733 2/37 - /37 a3 0 0,034 i

© JOLLY - umu : 733 . w3z - narT s : 0.654 ‘

. Stotlsttcs- “Chi- -square Contingency hblu .
Groups: 09 = Negat. Cont.; 10 = l.ouer c‘l’P!- 11 & Lowest cwz- 12 = l.ouer crpz

i

' Numbers below and above the ranges ind{catod in brackcts are clmifhd as lou ud Mﬁ, mpoetivcly. L

« . LYR = Lymphocytes (55-95%) _- SEGN = Segmented mutrqi\i les ts-wx)
BAND = Banded Neutrophiles (0- 32) . EOS = Eosinophiles (0-5X) .. .
BASO = Basophites (0X) T NONO = Monocytes (0-5%X) - ’
NORMO = Nucleated red cells (0X) ) ANV = Netamyelocytes (0X)

MYEL = Mysloblasts (O%) »._mv = Atypical cells-(0X)
ANISO = Anisocyosis (0) ] JOLLY - Jolty 3 (l!oucll'l) bodin (0)

POIK = Poikilocytosis (0)
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- -
. . - L »

‘l’d»le 6b: clinieal cbe.istry‘ ' B SR "

'rrmferm S S

B e e T T L T P P P SR

-Mean Clinical Chemistry : Lo o L

.—--o-.---..-.---...--.--.------.---....---.--...-.----------.-.----.--o-.--.-------..-.-oo---.--o----.--.

Nominal days in study 269 o oo : ) . .
8 .- e - h weee et go il

-.-----o-.--...--.--n-.--~.-----o----.---.--..--c--oo----.-o-o.,--c-

e . L . e T

nu.es a

#igh CTP2-

" Controt

N ...-----..o---vo----.-.---.---

Statistics: Anovu * p«sx Rl p<-u

‘T.8IL1 = Totst lﬂinbin ST R LT
GPT = Glutamic Pyruvic Fm-inue
ALB - - = Albumin .. A
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' Table 7a: Macrosco ic Fmdmgs. Termmal Sacrifice :

Jrowp ~ [ o1 [o2]03[o0a [o05] 06
L ' 36 |25 | 28 | 26 | 20
| Extraorb. lacrimal glands: enlarged .. | -1 - -] - -

white/vellow/brown coloured L I LR T BRI

firm consistency o by - T . -

Ear:rediscabby - - . 1. - .3 - -2

. Jrowerjawznodite .} -] - | - - -

Eyo'lidleycs:re_cUataracts_ L 3°1 3 2 I 3 | .2 |

£ Sc.oedema. _ 1oy R | A R

Thyroid gland:enlarged . | -1 7 1 | v f 27 | -

S Submandibular LN: enlargedivhite | 3. | 2 | 2 LR B 2

fim consistency . @~ 1T 212 4 - -

Salivaryghnds:enlarged R TR RN R R

firm consistency o 1 “2 1 ] 29 3
| Thymus: brown/red¥eliow ' R R -

N other findings . R R D R D

‘W Heart: discoloured areas b2

-other findings R -

Heart Atrium: enlarged. - R

- ffmconsistency -~ } 2

dark redAeliow . T v 1.

other findings S 3

l Lung: red/darkred . v 1.3
~ Jpinkyeliow R
pinkkedspots " ] 18

nodules ' o 3

. glassyflardaceous/discoloured areas ~ | 7 -

j other findings  * e 2 -

LALN: enlarged - : I LI

| yellow/brown ' T

[uver:lobutated -~ [T

brown/light brown/red R - I

raised/discoloured areas IR |
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Table 7 a(continued) 'Macroscopic Findings: Terminal Sacriﬁce

— ] 01 |02 ] 03] 04
36 | 25 | 28
Liver: nodules SR 1
other findings - . .4 . 2
Spleen: enlarged 5 1 n A
dlscoloured 1 BN -

: dlscolouredareaslcysts ‘“3 1 8._ 4 3
other findings 3 | 5 T
Adnnals: discoloured/areas - _ - . v — - 7

Kidneys: cysts: 6 | 6] s
,.enlarged _ _ S ‘1 ‘3‘
f\mmdgranularnwmpymface ‘ ? 7 I 2
yeﬂowmghtbrown ' " ‘. 2 6

, brownlyellmyareas 4 I 2
other findings 1 e .‘:‘ g
Bladder: white concrements o e B

Idistended | e '
Ureter: dilated ._ | 7 1 - 7
Mcﬁn.nurial LN.: enlarged R & 1 S 2]
Body LN: enlarged. | 4 7 e
Stomach: distended - . * -

- surface changes -  :4  "-:-4 3
intestinal tract: distended/discoloured - - -

A Gall bladder: enla_rged RE - -
lecr.u's:whitelg‘rey areas - 2 ’ 2 i
Tost-s:re&qcedsize '_3 ~", C2 E ,
other findings ‘ 1 55 DAC 2 BRI
Seminal vesicles: enlarged S200 f D i ¥ |
wRatrow, ===

Preputial glands: enlarged

Tall: nodules .
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Table 7 b. Macroscopic Flndmgs' Dead / Moribund Animlls N

03 ) 04 05
34 | 36 | @2
Emorbl gland:lar B - - -
whitegyeuowlorown coloured 1 1 1 3 2
firm consistency 1 1 - -2 -
f Ear: red/scabby - - 1] 2 1.
Lower jaw: nodule _ o2 1 - o 1
s 'cy-lws/Ey.'s;red/cawa__as‘ Rk 2 4 6. - 3
5. cederria T 9 [z .1 ]e¢.
Tﬁyrold gland: enlarggd z 2 1 ‘ 2 ~
Susmndibgur m enfargedAwhite 7 0§ 12, 74 15
o ﬁrmconststency | 1 1 1 - -
ls.llvary glnnds: enlarged - v 1 - - 1 1.
[ﬁrmconmtgncy "4_ .- 9 6 1 10 13
Thymus: brown/redAreliow 4 - - v - -

j other findings

Heart: discoloured areas _

‘§ other findings

Heart Atrium: enlarged

_B firm consistency -

[ cark redneliow 4 | 8 | 3 | 5 [0
 other findings - - - - :.
Lung: red/dark red 3 4 3°1 8 .

pink/yellow

11 .1

pinkfred spots

o .‘Q_-#

. § nodules

Py

“h

1 glassyfardaceous/discoloured areas

other findings

LALN: enlarged

el el W

yellow/brown

U\mn_ lobulated

brownflight brownsred -

raised/discoloured areas
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Table 7 b(continued) Macfoscoplc Findlngr Dead I Moﬁbund Animals

OS

Liver: nodules

other findings -

15

" 14

Spleen: eniarged

17

2 |2

discoloured. -

discoloured areasicysts .

2 | -}

] other findings

{131 2

Adnmls: dnscolouredlareas S

N sl

KldmymvstS_

enlarged ) o

NE
N

furrowed/granular/humpy surface

yellowAight brown

10 1 12

browr_vyelbw areas

othefﬁndlngs - 3t 2 O I 2. -
Bladder: whlte conaements - 1 1 ‘e -

distended

s )

Ureter: dilated

Mesenterial LN.:enlarged .

I Body LN: enlarged

Stomach: distended

V f sn_:rface changes

{ Intestinal tract: distended/discoloured

[ Gall bladder: enlarged

| Pancreas: white/grey sreas |

oedema

Testes: reduced size

other findings

] Seminal vesicles: enlarged

white/brown

firm consistency s

Y Preputial glands: enlarged

Talk: nodules ¢ - .

e
9
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Table 7¢ Macroscop:c Findings. Tefminal Sacriflce (Addltional Groups)

Extraorb. lacrimal ghndg: enlarged B .
whitdyeliow/brown,coloured - ' :- - S
ﬁrmcénsistency . i - » . - ‘- ‘

Ear: rediscabby - - - - | -

u&.mmr;pdule, 1 -1 -1~

Eyclid:liy.s-red/catara¢ o 3 |2 R
Sc.oedema - - . 3t -‘_‘ 2

O Thyroidgland:}enlaréed._w o - - ) - _
_ g J Submandibular LN: enhrgeMm e 2 ‘- :- - 12 ' ’
. ﬁrmconststency T 1 .1 ‘ - 1 . ' ,

Salivaryglands'enlarged 5 1. | 2 '-'_,;,
firm consistency : . o 5 R | 4 .
mymu;;bmmedlyellm_' 1 1 - - 5

other findings - A R R - ~- -

ﬂurt: discoloured areas.v 1.0 _\1."1,_' B DU SO B
other findings o - B DR B O
[ Hoart Atrium: enlarged | R B B B K .

C} ' ld;;kred/yeuaw_ ~ . . 1 1 -1 2 .
- Eotherﬁndings e I - V - b .
fuosiredgokied |73 14 [Ts0 Do
§ Ipink/yellow B z R 3 1+ ] o
) pinkredspots - .;..13 B IR KSR xry B L ‘f_
nodules S . 2] 6 .17 {5 ’ i} '

gl;ssyﬂardaceousfdisoolouréd areas 1 2 3 4 4 | 1 .

Iotherﬁndings o — , EEEERE
'uw:en:;rged o N 1 E 1

yellowlbrown . ’

I.lvcrlobulated '

brownnightbrownhed \

msed/dascolouredms "
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Table 7 c(continued) Macroscoplc Flndingr Termlnal Sacriﬁce (Additlonal Groups)

Liver: nodules ‘ 3
oﬁnerﬁndings' _ ] ~7 - 1
1 Spleen: enlarged . L 3

[ discoloured areasicysts - S

otherfindings . - . - ] 2

Adrenals: discoloured/areas ] T

enlarged SR B

furrowed/granularhumpy sufface . | 2

yellow/light brown ' | 2
brownellow areas . . _ —7
other findings . S R

Bladder: white concrements .

Ureter: dilated = 1 - -

Mesenterial LN.: enlarged

Myl.ﬂ:enlar'gec'lf"

j s_tomad\: distended

wrfaced\ahges 8 R

1 lgmsﬂml tract: distendedldiscoloﬁred

Gall bladder: enlarged

Pancreas: white/grey areas

Testes: reduced size

other findings

Seminal vosidu: enlarged

white/brown

Preputiel glands: enlarged

Talk: nodules
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Table 7 d: Macroscomc Fmdmgs° Dead / Moribund Ammais (Addltional Groups)

I'Gruppe 09 | 10 | 11 | 12
n . _ 29 | 27 | 25 | 31
Extraorb. lacrimal glands: - - 12“ -
white/yellow/brown coloured - - - -
firm consistency - - -

Ear: red/scabby B -
Lower jaw: nodule 4 - -, 1

| Evelids/Eyes: redicataracts - | - | 3 | 1
S.c. oedema . ‘ § L2 1 s 5

| Thyroid gland: enlarged s 1 2
- Smeandibula_r LN: enlar- 6. | _9. 4 ‘
ﬁrrp consistency - - 2|1 2 | T _

Salivary glands: enlérged 3 ] 2 | 2

* Ffirm consistency ’ '3 4 |3

‘Thymus: brownsredpyellow -~ | 1 | - 1

otherﬁndings 2 1 B
Heart: discoloured areas R i
othei' ﬁndings' | | 3 | 4 3

' Heart Atrium: enlarged 2] 4 ~
firm consistency . - vy - ]2
dark red/yeliow SIS | =y 2]
oiher findings 1 -1 2
Lung: red/dark red 7 1 4 ]| 6
pinkyellow 91 3| 4 |

{ pink/red spots 14 12 | 10
nodules o B
glassy/lardacedus/disco!oﬁred 6 .| 1 6
| other findings e RN
__LAI.N: enlarged 1T ‘ 3 . 5
{vellowbrown - S I
Liver: lobulated " . . 3 [ 2]
 brown/light brown/red 3 2 | 5
rasised/discoloured areas 2 - _3__

N

K s
3
£ ’
-
PN -
i
. YN
o 5
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Table 7 d(contmued) Macroscopnc Fmdmg:= Dead / Monbund Anlmals (Addmonal Groups)

Gruppe 09 { 10 | 11 |12] _ P
In 29 [ 27 | 25 SR
| Liver: nodules S 1? 2 - 1{ L N
other findings - 6 { 7] 8 R ,@; »
Spleen: emerged 11 13 I n S ‘ L |
discoloured 2 -- ,2
discoloured areas/cysts - 2 7 8 2 S e ,
|otrerfindings. -2 |3 |3 SRR A
| Adrenals: dvscolouredlareas R E - - < I : i
[mdnequts - N
enlarged -
|furrowed/granular/humpy su- | 4
'yellow/lxght brown '- ' .3
| lbrownlyellow areas 1 ~
other findings - -1
Bladder: white concrements -
Idistended . 1.
Ureter: dilated gay
Mesenterial LN.: enfarged 7 ;
Body LN: enlarged 9
Stomach: distended - KN
surface changes 9
Intestinal tract: disten- -3
Gall bladder: enlarged B .
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] LESIONS : .« B ) B | TIEAT!ENT !Tolut.!l(i)? 11og i3mg 19mg I1mg P3mg '19mg 1
K N ) e g ] 1mnm1mrumznm29mz:
1 ;- oL : R I _1 S 1 1 1 D |
1 ; : R - SO 1 | S DR
B e e e slecsgesconan renmmaad - ssesvavence =~
N SR ' : : AR ACTR DA IS | 1 ES ]
-t KIONEYS ‘o , : IR A R | 1M1 @
[ S T R TR | o PR R |
{ . Nephritis T I WA AT T I O S |
T e T B NP Bt IR | . -(100!)!(1&!)!
s T R _ IR . , _
simificm of difform ina pniruise Fisher s tut bctunn control- and trsatment groqn ’ko 05 **p<o L) “'P(O.bm

-icroccepicnlly .

e Continud

]

]

' ..

T LESIONS Do g1
' T e 8
) . ) t
1 to ‘ : . A |
R R weteessescecalee =1
] L e~ o |
t TESTES - 7 1
1 oo : A
1. Serositis K z 1
[ : - $
] . -

2 iy L N - . :
n-ﬁ-b.---v---“.--“o

..... B L AU SN SRt

r : -
Significance of difference in a pafruise Figher's test betusen control’ and trut-ntm M.os "P@ 01, --m.nm .
Fim in brackets represent the nusber of animils from which this tissue wes examined microscopica B
-hunce of a n.-nl indicatu that the luion tpociﬁod -was not ldlnﬂfhd o
hieied mim-d o




-

©)

IR T AL R )

W U S W ""OOJ

Id)lc s (euntimed). &—ry of listop-tholoniul fimﬁm

FRAUNHOFER ITA

Y

Fraunhofer ITA: Dermal Caronoggag Study (78 Weeks) of Two Coal Tar Produc:s

Sumary of histopathologfcal findings

t
[
[
1]
¢
&
13
1]
[}
[]
1]
1]
]
L]
3
1]
1]
1
L]
1]
L]
9
1]
[
L]
1]
1
+
2
1]
*
13
,
1
t
1]
1]
1]
L
*
L]
L]
1]
1
.
1
1
1]
t
[}
1
L
,
1
L)
[]
L
"
.
4
L)
4
L]
’
13
]
.
*
*
4
[}
.
*
1]
t
+
L)
L)
1]
[
.
[
.
1
1
]
’
’
L]
[
1]
[
1
.
[3
1]

LESIONS

SQUAMOUS-CELL CARCINOMACTA) DO
PAPILLOKACTA) (8 -
© BASAL-CELL mcxm og
* BASAL CELL TUMOR, BENIGN (8] .
SEBACEOUS CARCINOMA [M] -
SEBACEQUS ADENOWA (8]
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. Table 8 (continued): Sumsary of Nistopatholagical findings
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Table 8 (continued): Summary of llistqntl!dlogiul findings

Fraunhofer ITA: Dermat Caranogematy Study (78 Weeks) of Two Coal Tar Products’
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 FRAUNHOFER 1TA ; . 93/11_CTP
. Susmery of histopathological findings (with score expansion)
1 ’ ' 1 INCIDENCE OF LESIONS (ANIMAL REFERENCES) . !
] l---"0-'-0-—-----0-""""--"0-'---0-‘---10--’0------I
] . ] ' ’ Nales £ 4 ]
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! . : ' ! | 1 1 s § t (0%) l(100%)l :
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7~ o ' 1 SR | § ! mooxmaoom
S, SO S SO U AU SO, U S .
simiflcu\ce of difference in a pninuse Fisher's test betueen control and trestment groups: *P<0.05,**P<0. 01 n-p<o.oo1
Figures in brackets represent the number of animals from which this tissue wes.examined microscopically ‘
The absence of & numeral indicates that the Lesion specified was not id‘ntifiod _ )
Nl Contmnd , T s
FRAUNHOFER 1TA S : \ 93/11_cre B
' Sun-ry of Mstoputhological ﬂndim (uith score upmien) -
! ‘ ' IICIDENCE OF LESIONS (ANIMAL REFEREUCES)
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sisnif\me of differm in » pafruise Fisher's test between control und tmtum groups: 'P<0.DS **p<0.01 '“P(O.wl
Figures in brackets represent the mumber of animels from which this tissue was examined nfcrowopically
The absence of a numeral indlcntes that the leslon specified was not fdentified
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Td:lc 9 (continued): Summary of listoptholniut finﬁrﬂ (ili& Seore Ewinm) e

FRAUNNOFER ITA ° - - emer -
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1. T R IR i
] swmws CELL CARCIHGM(TA) D(] ‘t 0 | 30%eey 4 I I -:3 1 16"'! -0' l
t y 1 €0%) 1 C48%)1 (m ¥ (bo 1 <0%): 1 mu (26%)1 (10%)1
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M] Malignant tumour :-1;'
Figures in brackets represent the mr of nni-ls frel which tM: tissue vas ex.lmd -iemeopically -
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Table 9 (eontinuad)- M of listoputhologiul ﬂndiw (With Score Emhm) '

' FRAUNWOFER ITA - | R Lo 93/11_1:19_”

Suwsary of histopathological findings (with score expansion)
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! . o _ 1€100%) ¢ (53!)! (972)! (m)l (Wl)l (POX)1 (79%)1 (T9%)}
' uyperkeutosis : L e 1 1 ‘ 1 1 L
{ . veryshaht ) : P DR DURN I B 8 l- ‘1 ‘l 0 ! 0 1 01 04 0 !
$ ’ C . -_I(OZ)I(OSlm)!(u)l(u)!'(ﬂ)l(ﬂ)!wﬁ)!
1 ‘slight = - - : C . 1 39 | e | I 26 | 16%%%] 23%% | 1200e) Quws)
1 ; - o : L 1 (63%)! (10%)? (522)! (62%)1 (26%)1 (3T%)1. (19%)1 (15%)1
[N moderste - - . L P2 00 361 21t 31 1 35*4 29 1 30 1 361
) ’ o 1 (35%)1 (S8X)) (34%X)) (50%X)1 (SEX)1 (ATX)1 (4BX)! (58X)!

-l . severe ! I 0 1:19%%) g% | 5 | {18 gaw ) qgeew] (5kew)
! 1 C0%) 1 (31%X)1 (13%X)1 (8%) 1 (‘ll!)! C15%)1 (29%)1 (24%)!
! Scoro Exp.mhd Totals 161 1t 61 1 62 | 62 1 .62 61. 1 60 1 61 1
! -1 (98X (98%)!(100!)!(1”)!(100!)! (98X)1 (9TX)1 (98X}
f Basal-cell hyporpluin uiﬂn ullul-r -typi- . | E A | | B | . I -1 ]
' severe !-012!0!_-0!0!.0!1L0|
' i . / C L C0X) 1(3%) 1 (0% 1 ¢0X) 1 ¢(OX) 1 COX) ? (2%) 1 {O%) !}
| I ScoreExpomdeatlll S -1 0t 21 01 0+t 01t 01t 1T ¥ O°1
' o 1 (0% 1 (3%) 1 ¢0%) l €0%) 1 ¢(0X) ! €0%X) 1 (2%) 1 ¢0%) ¢
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' . : = 17¢0%) 1. (0X) l L0%) 1 m I (OR) t (0X) 1 (OX) !
| B moderate I 10+ 0 11 04 141 0 8 1 ¢
! e S I 1 (DX)I(O!)'!!ZZ)I COX) 1 (2% 1 (O%) 1 (2X) ¢’
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'simificance of difference in a p.iruhe Fisher's test betuun control and tmtunt groups: *P<0.05, “P<0.01 **ep0. N1

Figures in brackets represent the rumber of animeis from which this tissue was cxp-imd -icmcnpie-uy

The absence of a numeral indicatu that tho lesion specified was not idonﬁfhd
i cmtin\nd
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Fraunhofer TA: Dérmal Caronogematy Study (78 Weeks) of Two Coal Tar Products .
‘l'able 9 (eontinuad). &—ry of uistqntholoniul finﬁim (With Score Emlcm) b
mmm m BRI R : 93/11 crp ' A
&.—ry of Mstopathologiul findings (uith score exp-mlcn) R
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b ¢ l-(o!ruoxutu)_!(wn(wliw.lm)l(m:
.Vn S0 ¥ .01 04T 04 0°F--1 1- 0.1 114
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" Figures “in brackets represént the mumber of snimsls from which this tissue was examined -lcrocecpially
-The sbsence of a n\nnl indic-tu th-t the luien tpncmod uu not id-ntiﬁod L
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Table 9 (continued): &—ry of lﬂstop.thologial findings (With Score Explmiom) - .
FRAUNHOFER 1TA T ' 93/11_<ch |
’ Suwsary of histopathological findings (with score expansion)
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] Malignant tumour N

,-\Fiyuru in brackets répruent the number of animals from mich this tissué was examined .icrueopiuuy

Vﬂ" absence of a mumerst indicates that the lesion specified was not identified .
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1 T 1 (4TI (SOX)! (60X)1 (48X)1
B Epldeml erosion(s) ' . B [N R B 1
1 shght - 1 21 &t .51 34
't . 5 1 C3%) -1 (6%) 1 (8%) ! (5%)
! -:donte - S 16 1 AL 31 0
-1 i Ce . L B 1 C10%)1 (6X) 1 (5%) ¢ (OX)
! severe o : o T e AU I I O O 10
. ‘ T e e . ‘:_(z;u(z;)l.(z:)!;(o:)
1 Score Exp-ndtd ‘rotuu T N A | 1 =
1 . N T 1 LISH (15%)1 (15X (5%)
! Epidermal inclusion cyst(s) R I 4+ 01 1
" .- A o 1 (0%) 1 (2%) 1 (0X) | (2X)
- Mast-cell -infiltration T S B R | . L
! _ severe e . 101 031 011 ¢
I A & - -~ 1 CP%) 1 ¢O0K) 1 (0X) 1 (2K)
R t Score Exp.nded Tot-ls o ) -t 81T 0 r 04 1
' : R -1 TOX) | (0X) | (0X) V' {2%)
1 'fl PR T R I

................................................... - e -—

simiﬂcance of difference in » puiruiu Fisher's test betueen control and treatment groups: *p<0. 05 *pc0.01 '*‘P(O.wl
Figures in brackets represent the mumber of animals from which this tissue uss ex.inod -icrupopiully .
The dnonce of a numeral indicates that the luion upoc:ﬁod un: not identified )
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!’&le 9 (enntimad) &—ry of llistaptholoniul ﬁndim (Adﬂtioml m With Score Exp-i“” L ' i .
:émhorsa-m I , _ vs/m crp ' TR I
' . Suury of Mstopntholooical findim (uith score oxmion) S ~ .
: S : S s o uucmeuceof LESIONS CANIMAY
' L . o A wafeT
B | . oo - o o, . ) e T -.--..-.’..--.-...---‘... . [
1 LesioNs - I . o ! TREATMENT 1Tolue.10.3 mg10.1 nw.x wg!
§ T s _ e N S BN )
R : : S I B R 1 ] 1
o r e i RN O B RS RSN S | ]
e meee- - ' - . '
1 _ ) _ I |
1 mrop.ltmmnnssus , : 7 of ~H D
1 o o Lo - '-! Yoo
1 meuum ,f,‘f' E g 11
l. . R o : - ,mow;
-1 - R . S L . ,_;l' - i

~
crupssavennwe '.---..--.-.-.------o.------o----”-o.

‘Significance of difference fn » pairwise Fishcr's tut betunn control -nd treat-ent grot.ps -p<o 05, "P<o.0‘l “'Pco om

D0 Matignant tumour -
hﬂm in brackets r-preunt thc njer of -ninlc fru- d\ldl this tim Nas cxﬁimd -icmeopiullv

; The absm of L] mmersl indicatu that the lesion upecif!od was not {dentified el .

Listim ch:lcto i
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Tﬁleiﬂ.h-urlncidencebym o L : PP . - .
FRAMKOFER 1TA T B e

- ’ . Tumour incidencc by organ
' ' INCIDENCE OF TUMOURS (WUMERIC) '
I ’ fosemesnccns wéescsacens TeeeSscscsrcecaccaranvaAgemcaneonn]
. . i [ . lhlu e i
. o eoro——— eeerreenecieneneacan]
" LESIONS 1 TREATMENT !Toluc.l!(a)P timg 13ng !9-. 11mg 13mg 19mg |
) : : 1. ' : |cw1|cwi|m1mrznmumzf
. i 8 1 1 o t L I 1 |
, ' R | I . -:l 1 ' N
l""?'---.OO’-. ------------- LAl d L4 DL X T L L1 b L L X L L L L2 2 23 OC-"-.--f ----- -.-.'-.--".--'-..-- .“.--l
| B 1 1 T | A 1 A 1 t
! SKIN _ 1 (62) | (62) 1 (62) 1 (62) 1 (62) 1 (62) 1 (62) t (61) ¢
t ¥ r . 1 ' ) 1 -1 't 1
1 mmplesoumlscsumﬂmuuu t 01 S 0% 01 01 o t 21 -01
! SQUAMOUS-CELL CARCINOMA [M] _ ED 125%*% 0 1 1 1-0 & 3 | 1oew| g% |
! Multiple PAPILLOMATA (8} 1.0 E13** 0 ¢ 01 01 21 21 7% 1
1 PAPILLOMA (B - : o A0 T W™ 0 4 "D 1. 2 47 & 0% giw
! BASAL-CELL CARCINOKA [N] N b 061 41 01T 0t 04 01 01t O
t  BASAL CELL TUMOR, BENIGN [8) ~ 4 0t tE 01 - 01 04 04 01 O
| . SEBACEOUS CARCINOMA M) - 1 0% 11 0 01 O1 '01-01 01
Y SEBACEOUS ADENOMA [8) .. - ‘ 1 01t 249,001 011 O 01 01 01
¢ musumrns:wsmsnocnmm t 0! 11 O0Ff¢ DI 01 OF 0t 01
‘1. SCHWANNOMA [M] . 1 0y 21 01,01 O1:801 01 01
1 c-vemmsmcmmm 11 0L 04 01 0 F 01 01 11
1 101 [ I f -y [ | 1
1 Memrop.n.mmsr TISSUE R o MM I 44Dt 1 1
' e ) L ] o I 1 ST § 4 '
1 menu _ S oo T t LI Y T R T | 1L 4 '
! §. ] ' 1 . ) t t I |

Significance of diffcrence in u p.iruiu Fuher's test hctueen control and treatment grows 'P<0.0$ "P<0 01 "‘P<0 001

. [8) Benign tumour o )

" DO Malignant tumour

Figures in brackets rcpreunt the mr ‘of nni-la fro- u\id\ this tiuue was examined nicrooeopiuuy

The absence of a numersl indicates that the lesion specifiod was not identified )

In this table, » benim tumour is imond if a malignant tumour of the same histoomtic orioin is .lso pnunt in the sa
Rehind Listim l:oq:lcte e o -
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Table 10 a: Tuour lu:iduub/ormﬂdditim-l Groups) S R L R
rmnofen'xu S S e i )
o . o -‘.nndur incidence by organ )
| IECE .,_" R S : o . uucmsucsornms CNUMER |
1. - - , . ' T fermremeces cececcaccecncanan
' B P . Nalci«w/’ 1
- ' . : . .| weesssccccccescemcas eromccccrbonccens SLXT 2
© 1 LEsIoNS - ! TREATMENT 1Tolue.10.3 mgt0.1 ng!0.3 mg!
! . ) . or ! 1ICTP 1 ICTP 2 ICTP 2 4
o} ' 1 [ D A 1
r - e T , 1 1 ' 1 11
'-.-...-..----...--.,....---;..--.. ......... tecmcrmcenenermrrsbivanesmeseneaeravarnee P e L L warossas ewscsef
r ST T e : _ T . - 1 ! t t N
PSKIN S o o : 1-¢62) 1 (62) | (62) | (62) |
1 T : - : L - . ' ! 1
. summs-mt wcxmm ot o _ R BRI I T N T B R B
" mrn.mum o : SR : 1t 01 01 0121
i o : ) ‘ B R I TR ¥
"1 mm.nmmer.nm . N NN IS ER O N
" S q R TR | 1
t: :.mm no \ : P T B A 1
~! ----.-..---;-1 b = S

......... -----o.----.--.-.--..-.-------.----------------------.--.-.-------.-..-

""”.simificm of diff_crm in . p.iruiu Fisher's test between control and trutnnt 9rm "P<0 05 “P(O o:,mkn.om .

{8} Benign tumour - .
. [M] Malignant tumour = .
- Figures in brackets ropnunt the number of minlo fro- mich this tiuue vas oxuimd -icrucopially

The absence of s rumersl indicates that the lesion specified was not identified
ln this table, a bonim tt-our is ignored if a malignant tumour of the same histogenetic oriuin s also prumt in the sa
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»

Table"12: Substance_ Concentration (tnglml) in ihe Prepind Sélntions (Dose Veﬂﬂc'ation)

: H Date of Preparation a ~ Treatment Group
' ' ' 02 03 04 '
Nominal Conc. 1) . 0.300 . 40 . 120

| November 23rd, 1993 . | 0294 | 39.17 | 119.48
December6th, 1993 ~ | 0305 | 39.19. | 122.07 | 362.02' | 36.40 | 113.99 | 34633
December20th,1993 | - | 3791 | 121.86 | 364.11-| 37.98 | 116560 | 337.17

07 08
120 | 360
114.62 | 342.58

December 22nd, 1993~ | 0.293

- | rebruary1ath, 1994 | 0304 1 N
7| March 1athj199a - | | 12008 '35555’"’; < = 110878 | 33037 |
A March 15&,-)994—v . ,:': 1. 4060 : T .37.26 ' Y N

April11th,1984 .« - [ 85t | o codsem | |
Jiuyath, 1988 | 0276 | 3636 | 11856 | 347.83 | 3821 | 11680 | 35797 |
" | october 10th, 1984 - | | 3824 | 11688 34840 | 4085 | 10825 | '

“f)

October 24th, 1994 | 0287 | | - 1 _-
January 16th,1995 | 0.289 | 41.16 | 12074 | 35328 | 4025 { 12009.].
April 11th, 1995~~~ | b b e 10029 )

fMean
D

s

v
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Ta;le 12 a: Substance Concentratuon (Inglml) ln the Prepared Solutions of the Additloml o ,
. Groups (Dose Verlficatlon) N, o
] pate of Preparation Treatment Group- -
' - ] 10 | 1 12 o
1 . Il
Nominal Conc. (mg/ml) 12 4 ;
September 12th, 1994 = | 11.76 | 4.08° | 12.58
) | September 26th, 1994 ] 1166 | 421 | 1271 |.
| October 10th, 1994 11.87 | 416 | 11.88 .
January 16th, 1995 12.08 | 417 | 1204
April 11th, 1995 12.64 {7392 | 11.76 -
—~ July 3rd, 1995 - 1169 |38 | 11.97
= [ october 23rd, 1995 1215 | 413 {1251
January 29th, 1996 -~ - | 12.59- | 3:68 | 12.12
# Mean 12.06 | 4.02 | 12.20
D 039 | 019 | 035 ] .
N 8 | 8 | 8 j

O
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Figure 1a:
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Figure 1 b:

Body Weight: CTP2
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Figure 2a:

Survival Function: CTP1 .
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Figure2b: . . \ : S
Survival Function: CTP2 . . ‘
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Figure2 ¢

Survival Function: Additional Groups

-

Fraunhofer ITA: Dermal Carcinogenicity Study (78 Weeks) of Two Coai Tar Products
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Figure 2 e: _
Macroscopic Tumour Free Survival: CTP2 e
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Dermal Carcmogen|C|ty Study wnth CTP1
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Fig 3a Tumours of the Skm
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Dermal Carcmogemcuty Study wuth CTPZ

o Flg 3b: Tumours of the Skm
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- Dermél Carcmbgeh:dty Study with'CTml

{ Lo , _ Fig 4a; Macroscop Tumours of the Skin - o
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D

ermal Carcmogemqty Study wuth CTPZ

Fig 4b: Macroscop Tumours of the Skm
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Dermal Carcmogemcnty Study wuth CTP2
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~Anova . . .

8. Appendix

In the appendix, the following abbreviations are generally used: ' o

-Negat. Cont.
Posit. Cont.

SRY

Low CTP1 3

© Medium CTP1 -

ngh cTP1

: Medium C_T P2

uigh cP2
Negat. Cont. A E
Lower CTP1

‘Lowest crpz 2
Lower CTP2

' Negative control group o1 (tolueﬁe, solvent control) : 5

" -Analysi_sofvarianc_e

Fraunhofer IT A Dermal Carcmogematy Stuy (78 Weeks) of Two Coal Tar Producs

L Positive control group 02 (7 5 pg benZO(a)pyrene) per ammal

per apphcatron » _ _ .
Low dose CTP1 group 03 (1 mg CT P1 per ammal per applrcatlon)

: rMedrum dose CTP1 group 04 (3 mg CTP1 per ammal per apphcatnon)
: :Hugh dose CTP1 group 05 (9 mg cTPd per ammal per apphcatlon)

| . Low dose CTPZ group 06 (1 mg CTPZ per ammal per. appllcatlon)
L- Medrum dose CTP2 group 07 (3 mg CTPZ per ammal per applrcat:on) __H - i

Hrgh dose CTPZ group 08 (9 mg CTPZ per anrmal per appli catron)

-‘ ) Negatuve oontrol group 09 of the addmonal groups (toluene)
j Lower dose CTPI group 10 (0 3 mg CTP1 per anlmal per appllcatron)
o | Lowest dose CTPZ group 1 (0.1 mg CTPZ per arumal per applrcatlon)
. L ;ﬂ.ower dose CTPZ group 12 (0 3 mg CTPZ per anrmal per applocatron)

s s
> . o £
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Appendix A: Individual Fate of the Animeals . | .

Dermal -Carcinogenicity Study (78 wks) of 2 Coal Tar Products
anhofcrolnct. f. toxtkologie u. Aerosolforsch. '

study : 93/11 _ -
Speciu: Mouse . S .
: Male
LA LT T o L R LT cerowmeen covesconennvren R D D Y el L L Lt L TP P ‘oo » g B ek
lndivfdu-l Animat Death Report S !
Dose . Group  Animal - Manner of death -llo-iml study . Date of death %0. of times trut-lnt
S : " day of death . : uas lnternptod for
. Megat. Cont. 01 010001 Scheduled kill ) . 546 29-May-95 .
Negat. Cont. O1 010002 Scheduled kitl T 566 29-Nay-95 - .21
Negat. Cont. 01 _ 010003 Scheduled kill | . 546 o 29-May-95 - e L
Negat. Cont. 0% - 010004 - . Scheduled kill . 547 0 . 30-May-95 Lo
Negat. Cont. " 01 ~~ 010005 = Found dead on study A 4 ;- H1-Feb-95 : ot
Negat. Cont. 01 010006  Scheduled kill" 87 . . 30-May-95 T
Negat. Cont. D1 010007 . Scheduted kftll L7y S ‘30-May-95 - T
“Negat. Cont. 01 010008 . Unscheduled kill : K L S 10-Dec-93 - e ;"
Negat. Cont. 0! 010009 Unscheduled kill N Y (3 L. 16-Mar-95 L 3 .
_ Negat. Cont. 01 010010 . Scheduled kill T A 30-Nay-95 3
Neget. Cont. 01 - 010011 “Founddesdonstudy - 517 .. . 30-Apr-95
77\ " Negat. Cont. D01 010012 ‘Scheduted kilt © ST L e 30-May-95
N Negat. Cont. 01 010013 Scheduled kill o S&7 . - " 30-May-95 -
" Negat. Cont. 01 010014 - Scheduled kitl T 547 ¢ . 30-May-95
Negat. Cont. 01 010015 ' Found dead on study ~ T &0 - Ok-dan-95
Negat. Cont.. 01 - 010016 ‘Found dead on study . ABA e o 28-Mar-95 s i
Negat. Cont. O1 010017 Scheduled kill . 547 . 30-May-95 . . 35
Negat. Cont. 01 010018 ‘Unscheduled kill . | . 16-Sep-9% - - 7 ’
Negat. Cont. 01 010019 Scheduted kitl - = . S47 . .- -30-May-95 , . .
Negat. Cont. - 01’ 010020 Scheduled kill ’ - 548 : 31-May-95 T ’ : L
Negat. Cont. O1 - 010021 - Scheduled kill v 548 . 31-May-95 N -
Negat. Cont. O1 010022 Unscheduled kitt - 483 . . &7-Mar-95 : '
Negst. Cont. 01 010023  Unecheduled kill 54 . 10-Aug-9% R 3
Negat. Cont. . 0V ‘010026  Unscheduled kitl T S&3 ;. 26-May-95 - R
Negat. Cont. 01 010025 Scheduled kill - . . .SMC' “31-May-95 ‘ o
Negat. Cont. 01 010026 found dead on study. - 516 - . 2T-Apr-95. . :
Negat. Cont. 01 010027 .~ Scheduled kill 548 - 31-May-95 2
Negat. Cont. 01 . 010028 Scheduled kilt . o SAB ~31-May-95 ' o
Negat. Cont. 01 © 010029 Unscheduled kitl.. .. .o ,,,,419.%;,;,, - 23-Mar-95
‘Negat. Cont. O1 010030  Found dead on,ctuw . 532 . 15-Hay-95
Negat. Cont. 01 01003t ‘Unscheduled kill - 384 o 'ZG-Iw-%
Negat. Cont. 01 . "010032  Unscheduled kil . s o 25-Apr-95
Negat. Cont. 01 =~ 010033 . Scheduled kill ’ . 548 - “31-Hay-95
Negat. Cont. 01 010034 ‘Scheduled kitl T 548 31-May-95. .
Negat. Cont. 01 - 010035-. Found dead on study . .518 - Lo 2B-Apr-95 ’ o S
Negat. Cont. 01 010036 - Scheduled kill . 568 G 3l-May-95 ] B I
o~ Negat. Cont. 01 = 010037 Unscheduted kitl - 435 o '07-Feb-95 : ) .
Negat. Cont. Of 010038 . Found dead on study L 206 21-dun-9% - T e
Y Negat. Cont. 01 010039  Scheduled kitl . ~ ' ° 549 01-Jun-95 : , N
‘ Negat. Cont. 01 010040 " Schedyled kitl : - 549 01-dun-95 o o :
Negat. Cont. 01 010041 ~ .Scheduled kill - 549 - 01-Jun-95
Negat. Cont. 09 010042 . Scheduled kitl . .- 549 01-Jun-95 .
Negat. Cont. 01  ~ 010043 ‘Scheduled kill . $49 01-du95 - -~
Negat. Cont. 01 010044  Found dead on study 365 - 29-Nov-94%
_Negat. Cont.. 01 = 010045 Scheduled kitl - 549 01-4un-95
.Negat. Cont. 0t - 010046 Unscheduled kill 492 . 05-Apr-95
. Negat. Cont. OV D10047 - Unscheduled kill T k66 - 10-Har-95 - .
Negat. Cont. 01 010048 Scheduted kill : S$49 01-dun-95 . . 1
Negat. Cont. 01V 010049 " Founddead on study . - 845 = 28-Nay-95 “ .
Negat. Cont. 01 : 010050 - Scheduled kill o 569 - 01-Jun-95
Negat. Cont. 0% - 010051  Scheduled kitl , B T . O1-dun-95
Negat. Cont. ~ 01 - 010052 Found dead on study ..... R * 1 13-dan-9%
Megat. Cont. 01 010053 - Schecluled kitl S 569 L s T Dl-dun-95
Negat. Cont. OV -- 010054 Scheduled kitl . ' - 549 01<Jun-95
degat. Cont. 01 010055 Scheduted kill o 550 - 02-4un-95
Megat. Cont. 01 010056 Scheduled kil . 550, . . 02-Jun-95
Negat. Cont. 01 010057 .  Scheduled kill ., -550 : 02-Jun-95
Negat. Cont. 01 010058 ©  Scheduled kilt - .55 ., 0R-Jun-95 X . N
Wegat. Cont. 01 - 010059 Unscheduled kill . %18 : 28-Apr-95. 5
Negat. Cont. 01 010060  Scheduled kill ST 850 . Q2-dune95 :
Negat. Cont. 01 010061 “Found dead on study 03 16-Apr-95 - ) ‘7 .

Negat. Cont. 01 . 010062 Unscheduled kill’ L A9 T 21-Feb95




~ Final Report 93/11

Page 90 of 4485

* Fraunhofer ITA: Dermal Carcmogematy Study (78 Weeks) of Two Coal Tar Producls

Appendix A (contirund)' lndividnl Flto of the Animals’

Dermal Carcinogmiclty Study (78 uka) of 2 Coal Ter Prodx:ts
7roui\ofor-lmt. f. Yoxikotogie u. Aerosolforsch. ) )

Study 93/ 11

Spociu.
Sex s dale

trecmoscocsnrrrsarransersenanrrionancanannensS

Animaet

Individual

LI T T T L R o S L L T X Y wipapayy

; Dose
Cont.
Cont.

Posit.
. Posit.
Posit.
Posit.
Posit.
Posit.
Posit.
" Posit.
Posit.
Posit.
Posit. Cont.
Posit. Cont.
Pogit. Cont.
Posit. Cont.
Posit. Cont.
Posit.
Posit.
- Posit.
Posgit.
Posit.
Posit.
Posgit.
Posit.
Posit.
Posit.
Posit.
Posit.
Posit.
Posit.
Posit.
Posit.
Pasit,
Posit.
Posit.
Posit..
Posit.
Posit.
Posit.
Posit.
Posit.’
Posit.
Posit.
- Posft..
Posit.
Posit.
Posit.
Posit.
Posit.
" Posit.
Posit.
Posit.
Posit.
Posit.
Posit.
Posit.
Posit.
Posit.
Posit.
Posit.
Posit.
Posit.
Posit.

Cont.
Cont.
Cont.
Cont.

o

Cont.
Cont.
Cont.

Cont.
Cont.
Cont.
Cont.
Cont.
Cont.

Cont.
Cont.
Cont.

Cont.
Cont.
Cont.
Cont.

Cont,
Cont.
Cont.
Cont.
Cont.
Cont.
Cont.
Cont.
Cont.
Cont.
Cont.
Cont.
Cont.
Cont.
cont.
Cont.
Cont.
Cont.
Cont.
Cont.
Cont.
Cont.
Cont.
Cont.
Cont.
Cont.

()

Cont.’

Cont.
Cont.
Cont.

Cont.

Gont..

Cont. -

Cont. .

Cont.

" Group

Sssssssssssaszaasgaagesassassssaasss3338383383333333%3833333&3

...........

'-020012

020013 -

020014
020015
020016

020017 -
020018

020019
020020
-020021 -

- 020026

" 020037

00|th

"Scheduled kitl
" Scheduled kiil
‘Found dead on study

" Scheduled kill
_ Scheduled kill

"Scheduled kilt
“Scheduled kill
“Found dead on study
. Unscheduted kilt
" Scheduled kill .
" Unscheduled kilt

" Unscheduled kitl

Report

Hanner of death

Unscheduled kill
<. Scheduled kill
" Scheduted kill ;
Unscheduled kill .

Unscheduled kill

Found deed on study

“Unscheduled kill

.'Unscheduled kittl - -

‘Scheduled kittl

. Unscheduled kitl-
. Unscheduled kitl -
... Scheduted kill -
"Unscheduled kilt .- ]
~Unscheduled -kitl = .~
_ Found desd on study
. "Scheduled kill :

‘Scheduled kill . = -

Unscheduled kiil .

Scheduled kilt
Unscheduled kill

547

547

547

547

448

421

347

548

i

4 452
. Scheduled kill - - 548
_ Unscheduled kill - 345
Unscheduled kill - -~ 3859
455

S48

49

465

W

549

549

514

511

549

511

54

525

Scheduled kitt
Scheduted kill
Unscheduled kill
‘Scheduled kitl
Scheduled kilt
Unscheduled kill
Found dead on :tuw

Scheduled kill -
Scheduled kitl

Unscheduled kitl -

Unscheduled kitl

" Scheduled kill
‘Scheduted kill
. "Found dead on study
" Found dead on study

Unscheduled kitt

* Unscheduled kill .
" Found dead on study

Unscheduled kitl.
Unscheduled kill
Unscheduled kill
‘Unscheduted kitt
Scheduted kill

Nominal study
_day of death

Ty

 §§££££§£&§5££&

-

..---..-..a-.---a----.-----.----..--- -o---o-.g-..-.-.--o-c

Date of death

4

Ho. of times treatment

...--.--..--.-.--.-...----c.-.-...--.....---.-..--...-------n.....d.d'g“”’”.---...-..

. Ve interrupted for

Beaal

7.
2
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Appandix A (contim‘d)' ‘Individuat Fate of the Minl: o o . .. B
Dermel Corcimmicity Study (78 wks) of 2‘6001 Tar Productt , _ T
Fumhofcr—lmt. f. Yoxikologie u.- Aerooolfmeh . I : T BT .
Study : 93/11 , 4 . R L R O
Sesenbiccosancan LA X L L LY T2 ---‘ ..... .OQ-'...'— ----------- .-..-..‘O.-‘--.‘--.---.--U--...-.-.-.--..‘.--'----..-.—“:m.:-bonnncn
Individual Animal Death Report , S ~ . .
-o-.--..--.--.--..--.-...-....--...........-...--.......-..-.--'....-o.---.---‘- ........ snrennssssarboascatsronrenireosont ...
Dose  ‘"Group - Animsl - Manner of.dssth . Nominat study Date of death %o. of times treatment
0 : P —_— . - } day of death . : was interrupted for
Low CTP1 * a3 030001  Founddesd Onstudy . . 416 o 19-dan-95 . -
Low CTP1 11 030002 ‘Unscheduled kilt . 53 ATMay-95 ~~ - - -6
Low CTPY 03 . 030003 . Unscheduled kill - 345 .- - 09-Now-%& - . .. - o
‘Low CTPY 3 osooos, _Unscheduled kill~ = - = 416 ° T 19-3an-95 1
Low CTP1 03, 030005 ~ “Unscheduled kill - -, " 7 415 " - 18-dan-95 LT
Lou CTP1 03 . 030006-  Scheduled kil e 29-Vay-93 . . wt I
" Low CTPY - 03 030007 ~ Unscheduled kill - 16-Fdr95 PR
Low CTP1 - 08 .5 030008 “T.Schmlod kitt .7 SR, LT T :
Low CTP1 . 03 030009 = Found dead on study.. 1k,
Low CTP1 03 . 030010  ‘Scheduled kfll -
~ Lou CTPY T o¥ 030011 " Scheduled kill
N Low CTP1 o . 030012 “Scheduled kit
LS Low CTP1 .03 030013 Unscheduled kitl
Lou CTPT 03 .. . 03001 ‘Scheduled kilt
. Low CTP1. - 03 030015 . Scheduled kill
Low CTPT °~ 03 030016 _ ‘Scheduled kitl
Low CTP1 a3 . 030017 ... Unscheduled kill
Low CTP1 o3 . 030078 ‘Scheduled kill -
* " Low CTP1 03. - 030019  Scheduled kill
Low CTP1 .03 030020 ~Found dead on study 16 -
© Low CTPY o3 ‘030021 - Found dead on study v i
Low CTP1 03 030022  Scheduled kit .
Low CTP1- 03 . 030023 Scheduled kill' .° . :
Low CTP1 ~ ~ . 03.: 030026 ~ Unscheduled kitl ' ~
Low CTP1 037 030025 _unscheduled kill -8
Low CTP1 © 03 .. 050026 Unscheduled kill : :
Low CTP1 03 - 030027 " . Scheduled kill - PURIRM
Low CTP1 .03 030028 " Scheduled kilt . 26 .
‘Low CTPY1 a3 .-030029 “Scheduted kitl -~ 3 .
Low CTP1 03 - 030030 - Unscheduted kill . . L o i
. Low CTPY1. 03 -~ 030031 Scheduled kill 548 T CBM-Nay-93 C
Ltow CTPT . 03 . 030032 . ~Scheduled kill - - -~ T
“Low CTP1 o 030033 ' Unschedisled kitt - - " F T
Low CTPY  ~ 03 030034 .Unscheduled kitl ~ .= . ° ‘
Low CTP1 - 03 . 030035 Unscheduled kill - =~ 7 Lo
‘Low CTP1 a3 030036 ~'Scheduled kitl . LT I+ I
. . Low CTPY 03 030037 - Unsdmhlod kitt -
: Low CTP1 - 03 ' 030038 .~ Scheduted kill T .
' Low’CTP1 03 030039 . Found dead on study  © B
Low CTP1 03/ . 030040 Fou\d dead on study . .- o
Low CTP1 03 . . 030041 Scheduled kill e - %
Low CTPL -03 030042 - Scheduled kilt - ==~ :
Low CTP1 03 . 030043 Scheduled kitt - - e
_Low CTPT . o3 030044 Scheduled kill
Low CTP1 03 :: 030045  Unscheduled kilt ‘-
_towCTP1 - _03 030046  Unscheduled kilt . "13
Lou CTP1 03 - 030047  Unscheduled kill " . - 4% 1%
Low CTP1 03 . 030048 - Scheduled kill . - = ¥ “:549 =
Low CTP1 a3 030049  Found dead on study -~ - RN
Low CTP1 03 - 030050 - .Unscheduled kitl i ) |
Low CTP 03 - 030051 - Unscheduled kill . - o
Lom CTPY o3 - 030052 Scheduled LT N )
Low CTP1 03 030053 - Unscheduled kitl
Low CTP1 .03 030056  -Scheduled kill =
Low CTP1 03~ 030055 ~  Unscheduted kill
Low CTP1 a3 030056  Unscheduted kitl
Low CTP1 o3 030057 - Unschecutled kill
Low CTP1 (11 030058 Sdudlhd 11§ W
~ Low CTPY .03 - 030059 - mm kﬂl
Low CTP1 - 03 030060_', “Found dead on study
Low CTPY a3 030061  “Unecheduled kitl o
Low CTP1 03 030062 ' Unschaduled kitl -
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Dcr-l c-rcimenicity Study (78 wks) of 2 Coal Tar Products

€ Tawibalownia .

-"f’—mefﬂ'!ﬁt- e TOXIKCIOPI® U.

Study : 93/11
Spociu: Nouse

Sex

. ) ) . . ot - o
--..--..a-..,....-----...o-.-..-.-..--.. ......... ...-..-...-... ...... --.-.‘..--.---.----...-.....---..--.--..--.-o—«d‘:‘

Individuat Death Report

: Male

Aninul

Samanal finoneai c» . Lo : : K
AT OBULTUNBLN. X . . ) . - . R L TS ST A

e

---o--..o---..o---.---.-.---..--.-----.--.-.o-ooo-.--.-.-.----..----o--.-----.o---o---o-.d~.---.-----o-.---‘..--.----.--.--o----

o

o0

© MNedium CTPY

_ Wadium CTPY
. Medium CTPY
- Medium CTPY
- Nedium CYPY

" Medium CTP1
‘Medium CTPT

" Medium CTP1 <
" Nedium.CTP1

© Medium CTPY
" Medium CTP1

~ Nedium CTPY
" Medium CTP1.
-Medium CTP1 -

- Nedium CTPY .
Medium CTPY
- Nedium CTPY
" Nedium CTPY
“Nedium CTP1
‘Nedium CTPY

- Medium CTPY -~
o Medium CTPY

© - Medium CTP1
" Nedium CTPY

“Nedium CTPY
" Nedium CTPY
. Nedium CTPY
© Hedium CTPY -

- Nedium CTP1

 <Medfum CTPY
© Tedium CTP1

Mh. CYM
Medium CTP1

Nedium CYPT '

Nedium CTP1

Hedium CTP1
Nedium CTPY
Medium CTP1,
Medium CTPY
Nedium CTP1
Nedium CTP1

Wedium CTPY *

Hedium C'I’Pl'
Medium CTP1
Nedium™CTP1
Medium CTPY-
Hedium ml'
Nedium CTPY - .
Hedium CTPY.
Medium CTP1 '
Nedium CTP1

Medium CTP1
Medium CTPY |

‘Wedium TIPY
Medium CTP1

Wedium CTPY .

Nedium CTPT
Medium CTP1

' Medium CTPY
- Medium CTP1 "~

Nedium CTPY

~_ Medium CTPY

:zigi

-

ﬁggégézzséeheéezg:gé::eéaééi

”éééééiﬁéékzﬁé:égg

riiég:

- gnim!
040001

040002

© Unscheduled kill .

- 'Unscheduled kitlt ' .
" Scheduled kill ' '
" Scheduled kiil

.- Ynscheduled kitl -
Scheduled kilt -

5

Kanner of duth " Nominal study ~  Date of desth  ¥o. of times treatment

day of death . ’ ©. was interrupted for
Schmlod kﬂl . . 546 . 29-Nay-95 B T SR
‘Scheduled kill - - -~ 546 - 29-Nay-95 .
Foud dead on study = | T 490 <7 03-Apr-95 :
"~ Scheduled kitl 546 - - 20-Mey-95
... Scheduted kill ~ -~ 57 - © 30-Mey-95 -
“Urscheduled kitl -~ T - g2 B-dan-95 -
Unscheduled kitl R | > . &5-Apr-95
. Unscheduled kill L. 360 - Dke-Nov-9k
Unscheduted kill L A69 T A3-Mar-95
Founddead onstudy = . 453 . .  25-Feb-95
- Scheduled kill - T 7 847 : 30-Nay-95
" Scheduled kilt . : ©S&7 -  30-May-95
Scheduled kill . 547 - . * 30-May-95 o i -
Unscheduled kill . = 457 -j O1-Mer-95 . - 0
‘Scheduled kill -~~~ ' 847 -30-May-95
Unscheduled kitl 77 - 480 C03-den-95 - . 0 e :
Found dead on study ~ . . .. 228 o 15-dut-9%% . ... .3
Scheduled kill - . - 547 -30-0!.7-95 . oo
. Scheduled kill " S48 . 3i-May-95 e
Unscheduled kitl 396 T 30-Dee~9% T R T
Unscheduled kill - -, 53 . 18-Nay-95 : : 10

Found dead on study - T .. 10-Apr-95

Scheduled kill

Unscheduled kill -~

Unscheduled Kill

- Unscheduled kitl ~.: 77
Found dead on study
“‘Schaduled kitl -

- Unscheduled kill
‘Unscheduled kill

Bcheduled kitl
Unecheduled kill

y Unacheduled kitl” "
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Appendix A (continued): lndividual Fate pf the Animals

Dermal Carcinogenicity Study (78 wks) of 2 Coal Tar Products
Fraurhofer-Inst. f. Toxikologie u. Aerosolforsch.

Study : 93/11
Species: .Nouse

lndividu.l

High CTP1
_ Wigh CTP1
High CTP1
Wigh CTP1
" High CTPY
High CTP1
High CTP1
High CTP1
Nigh CTP3
High CTP1

High CTP1 ..~
High CTP1 .

- High CTA

.()

High CTP1
High CTP1

High CTP1 .

" Wigh CTP1
High CTP1
High CTP
High CTP1
High CTP1
High CTP1
Nigh CTP1
High CTP1
High CTP1
High CTP1
“High CTPY
High CTP1’
Nigh cTP1
Nigh CTP1
High CTP1
High CTP1
High CTPY
High CTP1
_High cTP1
High CTP1
High CTPY
High-CTP1
High CTP1

Q)

High CTP1 - -

High CTP1
High CTP1
High CTP1
Nigh CTP1
Nigh CTPY
High CTP1
High CTPY
High CTPY
#igh CTPY
High CTPY
High CTPY
Righ CTP1
High CTP1 .
Wigh CTP1
High CTPY
‘Wigh CTP1
High CTP1Y
" High CTPY
High CTPY
Righ CTP1

Wigh CTP1’

High cTPY

.\‘
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Animat

Growp Mipi

De-th

el L L L L L T YT T T T Oy Oy cavennane cosccvman PUNCTeRTrrevssRNCTcsaTaARCT AL RO RR RS E N,

Hanner of death

Unscheduled kitl-
Unscheduled kitl
Unscheduled kill
Unscheduled kill "
Scheduled kill -

- Unscheduled kill
-~ Found dead on study

Scheduled kitl

Unscheduled kill
Unscheduled kill
‘Unscheduled kitl
Unscheduled kill
Unscheduled kill

Found dead on study
. Scheduled kill -
Scheduled kill

Scheduled kitl
Scheduled kitl

' Found dead on study
. Unscheduled kill

Scheduled kill

- Unscheduled kill -

Unscheduled kill -

" Unscheduled kitl

Scheduled kitl :

" Found desd on study - .

Found dead on study
Scheduled kitll

‘Unscheduled kitl "

Scheduled kill '
Unscheduled kill
Unscheduled kill

“Unscheduled kill

Scheduled kill:

" Found-dead on study

Unscheduled kill -
Found dead on study
Unscheduled kitl .

" Unscheduled kill

Unscheduled kitl
Unacheduled kill
Unscheduled kitl

Found dead on study -

Unscheduled kill
Scheduled kill
Unscheduled kill.
Scheduled kill
Scheduled kill

. Found dead on study .
Scheduled kill
. Scheduled kill-

Unscheduled kill
“Scheduled kill .
Unscheduled kilt
Unscheduled kilt
Unscheduled kiltl"
Scheduled kitl -
‘Scheduled kill
Unscheduled kitl
Unscheduled kitl.

Found dead on study

Scheduled kitl

loatml' ‘study’
day of death

490
416
21
K7
546
219

ST

- BUEESEUREESEEREERRERYE

Date of dath'

03-Apr-95
© 19-Jan-95
28-Jul -9%
20-Jan-95

- 29-Nay-95

06-Jut -9%
 18-Dec-9%
T 29-May-95

22-Dec-94
07-Apr-95

10-Nov-9%
11-Nov-9%

" 24-Jan-95
11-Mar-95

' 29-Nay-95

" 30-May-95

30-Nay-95
30-May-95

- 29-May-95

19-Hay-95
30-May-95
12-Aug-94

T 13-Mar-95

" 24~Fab-95
30-day-95
" 19-Dec~9%
20-Feb-95

i B

17

30-May-95

07-0ct-9% .

‘31-May-95
03-Aug-94

| 22-Feb-95

17-Aug-9%
31-May-95

T 25-Nar-95 -

18- Jan-95

- 23-Dec-9%
- 30-Dec-9%

26-May-95
01-Jul-9¢.

_ Q8-Mar-95
. 12-0ay-95

08-Nov-9%

T 'Oh-Now-94
" 31-Nay-95

22-Nay-95
31-May-95
T 31-May-95
" 28-Mar-95
01-Jun-95
01-Jun-95
* 11-Apr-95
- 0t-hn-95
05-Jan-95
08-May-95
12-Aug-946
Dl=dun-95
T G2-dun-95
- 02-Dec-%
30-Sep-94
AT=-dul -9

02-Jun-95

10
10
10

15

18

Bu$

¥o. of tises ‘treatment
was interrupted for
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Append{x A (continued): lndwfd.nl Fate of the Ani-ls

Dermal Carcinogenicity Study (78 wks) of 2 Coat Tar Products
anhofer- nst. f. Toxikologie u. Aerosol#omh -

Study
Speci u.
s.x :

- Low CTP2-

: 93/
Mouse
Male

Low CTPZ -

Low CTP2
Low CTP2

Low CTP2 -
Low CTP2 -

Low CTP2
Low CTP2
Ltow CTP2

Low CTP2 .

Louw CTP2

- " Low CTP2
“Low CTP2

Low CIP2
Low CTP2

Low CTP2

.- Low CTP2

. Low CTP2 .

Low CTP2
Low CTP2
Low CTP2
Low CTP2
Low CTP2

‘Low CTP2

Low CTP2

Low CTP2 .
Low CTP2 |

Low CTP2

Low CIP2

tow CTPZ
Ltow CTP2

" Low CTP2
Low CTP2

Low CTP2
Ltow CTP2
tow CTP2

" tow CTP2 .
~Low CTP2

Low CTP2

Low CTPZ .

Low CTP2

. Low CTP2

Low CTP2
Low CTP2
Low CTP2
Low CTP2

- Low CTP2
Low CTP2

Low CTP2
Low CTP2
{ow CTP2
Low CTP2
Low CTP2
Low CTP2
Low CTP2
tow CTP2
Low CTP2
Low CTP2
Low CTP2
Low CTP2
Low CTP2
Low CTP2

.....................

Death

Group

BB RRBRR R R RR R R R R AR R R R R R R R R R PR R R R RRRRRRRRRRERRBRERRE

]

Animal

Manner of dnth o

. Scheduted ki{l
* Found dead on study -
“Unscheduted kill

Found dead on.study

“-Found dead. on study N '

‘Scheduled kill

- - Scheduled kitl
" - Scheduted kill"
-+ Scheduled kitl
" Found dead on study

Scheduled kitl

" Unscheduled kitl
" ‘Unscheduled kitl
. Found dead on study -

found dead on study

-~ Scheduled kill ~
" Scheduled kill
‘Unscheduled kiitl
- .Scheduled kitt
Unscheduled kill
. found dead on study
" . Scheduted kilt

AUnscheduled kill

" "#ound dead on study .
. Unscheduled kitl
Scheduled kill
© . Unscheduled kitl
__ Scheduled kill .
- Found dead on study - -
Unscheduled kill -
" Scheduled kill

Unscheduled kili

- Unscheduled kill .
'+ Found dead on study -
.. Unscheduled kill -
" nscheduled kill

.- Scheduled kill :

: ‘Scheduled Kill
~Stheduled kitl ~

- "Scheduted kitl

" Unscheduled kill

_Scheduled kill

Unscheduled kitt

.Unscheduled kil
- Scheduled kill
-*_Scheduled kill -
" Unscheduled kil

‘Found dead on study

" ‘Unscheduled kill

Scheduled kill

- Unscheduled kill.
© Unscheduled kitl

Unscheduled kill"

.. Unscheduled kiit

.Scheduled kill -
Schedculed kitl .
Unscheduled kilt

-Fanddudonstudyfi

Unscheduled kill

" Found dead on study
" Unscheduled kitl-

cacesae L T R T E N tesrcrmencssnsnaen

02-Dec-94

-

Nominal -study Date ‘of\dnth - llo. of times trestment
day of death : o was interrupted for
- 546 29-May-95. e )
412 15-Jan-95 - ' 1
, 336 C 7 31-0ct-9%% - 3.
.59 . 2T-Jan-9% B
247 . 03-Aug-9% 2.
546 - 29-May-95 '
546 ' 29-May-95
-4  30-May-95
> 547 - 30-May-95 - 1.
482 26-%ar-95 - - 26
547 . 30-May-95
417 - 20-4an-95 .
428 *31-dan-95 - . -
1)) . 24-Apr-95 L2
97 . 22-Sep9% . .
. 547 30-Muy-95 .
547 30-May-95 .
. 55 " Y-Aug-9% 13
547 . 30-May-95 '
-39 07-Jan-9% ~ -
366  30-Nov-94 .15
548 . ‘31-May-95
210 2T dun-9% Do
548 - Si-nay-OS : . b4
255 11-Aug-94 13
. S48 31-m-95 .
543 26-May-95 30
548 31:May-95 i
379 ) 13-Dec-9% 27
3n - 1'05-Dec-94 16
¢ 548 1 31-May-95
T 229 16-Jul -84 5
- 514 :2T-Apr-95
502. 15-Apr-95 N
522 o O5-May-95 S
7 L ‘17§Feb-95 ) ’ 7
548 It-May-95 o
. 548 31-nay-95 ‘15
- 549 0t-Jun-95 5
549 B1-Jun-95 N
358 - . 22-Nov-94 )
549 - " 01-4un~95
536 - 19-¥ay-95
389 ‘23-Dec-94% : 18
549 - 01-dun-95 - :
-850 . T 02-4un-95 -
- 475 19-Mar-95 =
468 12-Mar-95
- 388 - 22-Dec-%% 32
- 550 . 02-dun-95 - :
387 21-Dec-94 48 -
- 8537 - - 20-May-95 T
- 406 09-Jan-95 R g
350 o= Npr-95 ~ K
" 550 . 02-Jdun-95 E
550 02- Jun-95 N
- 490 lB-Apr-9S : |
R | - 15.-Dec=93 .
o 26T '," 03-“-94 .
393 27-0.: -4 T
. 4
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Appendix A (continuod)- lndividnl F-te of the Animels

3

Dermat Carcinonemcity Study (78 uh) of 2 m[ Tar Productl
Frwnhofer—lmt. f. Toxikologie uU. Aerosolforsch.

Study : 93/11
Spccier ‘House
.............. wescerconnsmavenassresnanttann R e T e T T .
’ S e soeney e
lndividual Animal Dcath Report ) .
. <‘Dose - _Group »‘-&Mul * Manner of death ~ °  Nominal study -Uate of death = ¥No. of times treatment

N - - d-yofduth mimernpt-dfor
Medium CTP2 . 07 = 070001 -  Unscheduled kitl ) T YTAuge96 . .
Medium CTPZ2 .07 070002  Scheduted kitl " .
“Medium CTPZ 07 - .- ..070003 Unscheduled kilt
Medium CTP2 ~ 07 .. - 070004 ~~  Found dead.on study . -
Medium CTP2 07 - . '-::070005 “Scheduted kill
‘Medium CTP2 07 - 070004 ' Scheduled kill
Medium CTP2 07 :, - Q70007 - . Found dead on study
- Medium CTPZ  -07 . .070008  Unscheduled kill -
Medium CTP2 - 07 070009  Unscheduled kill
Medium CTP2 . 07 - 070010 _ found dead on study
Medium CTP2 07 = .-.'07001Y ' -~ Unscheduled kill °
o Nedium CTP2 AO? 070012 ‘ Unscheduled kill - .
x Medium CTP2 - 07 _070013 - fumcheduled kilt -
Hedim CTP2 07 - 070004 - Scheduled kill ”
. Medium CTP2 © 07 - 070015 . Unscheduled kill =~ -
Medium CTP2 07 . 070016 - Unscheduled kill
Hedium €TP2 07 . 070017, -Unscheduled kill
Medium CTP2 - 07 - ‘_ _070018: " Scheduled kitl .
Hedium CTP2 - 07 - ... 070019 - Unscheduled kill -
Medium CTPZ “ 07~ 070020 - - Unscheduled kill
.- #Medium CTP2 07 7070021 ‘Scheduled kill
Medium CTP2 07 Q70022 . Unscheduled kill )
Medium CTP2 - - .07 : 070023 . Scheduled kitl .
Medium CTP2 07 ;~_~ 070024 : " Scheduled kily = -
Medium CTP2 .. 07 ' ..070025 "Unscheduled kill -~
Medium CTP2 07 . 070026  Unscheduled kitl -
~ Medium CTP2 = 07~ Q70027 - ' ‘Unscheduled kitl
© Medium CTPZ 07 070028  Unscheduled kill
- Medium CTP2 07 - 070029 © “Unscheduled kill :
Medium CTPZ ~ 07 . 070030 - “Found dead on study
Medium CTP2 . 07 ‘970031~ Found desd on study
_ Medium CTP2 - 07 . 070032 . Unscheduled kitl
Medium CTP2 07 . . 070033 : " 'Found dead on study
] Hedium CTPZ . <07 . =" 070034~ _!Jnscheduled kilt
. Mediun CTP2 07' 1 .. ‘Unscheduled kitl
. Medium CTP2 .07 ' 070036 : “tinscheduled kru
Medium- CTPZ - 07 378037 " Unscheduted kitl
i .. Medium CTP2 m . 070038 . “Unscheduted kili. V
“=" . Medium CIP2 07" 070039 " Found dead on study -
.7 Medium €TPZ 07 - ¢ D70040 ~ -~ Unscheduled kill FT
Medium CTP2 .07 070041 ‘Scheduted kill ..~ =0
Medium CTP2 | 07 .. 070042 7 “Unscheduled 13 1 B
‘Redium CTP2 ~ 407 +070043 - . Unscheduied kill-
Medium CTP2 o7 070044 ' . Unscheduled kit
Medium CTP2  O7 - - 070065 " Unscheduled kill |
Medium CTP2 07 _ . D700%6 - _ Unscheduled kil -~
- Medium CTP2 07 070067 " Unscheduled kitl
" ‘Medium CTPZ - .07 .. -0T0048" Scheduted kitl
Medium CTP2 = 07~ 070049 *  Unscheduled kilt
Nedium CTP2 - 07 -070050 - Unscheduled kitl.
Medium CTP2 07 - "’1070051 . Unscheduted kil -
Medium CTP2 07 ‘070052  Unscheduled kilt
Medium CTP2 .07 - 070053 - Unscheduled kitl
Medium CTP2 . 07 070054 . Unscheduled kill
Medium CTP2. " 07 .~ 070055 _Found dead on study
Medium CTP2 07 070056 . Unscheduled kiil -
Hedium CTP2 07  : QY0057 . “Scheduled kill .
Medium CTP2Z 07 - 070058  “Unscheduled kill
‘Medium CTP2 . 07 - 070059 - Unscheduled kill
Medium CTP2 " 07 - 070060  Unecheduled kiil *
Medium CTP2 07 070061 " - “Faund dead on ‘study .
Medium CTPZ . O7 | p70062 -lhschedulod kitl

e, "
e
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" Appendix A (continued): lndiwdul fate of the m{uu o : Sy e L e -
Dermel Carcinogenicity Study (78 wks) of 2 Coal Tar Products. - T a -
anhofer-lmt. f. ‘l’oxikologie u. Aerosolforsch. ’ o R
Study : 93/1% - .

Specles. ‘House . . .
s.x. "t Male , v B FEE
...... .-.--.-..---------..--.-...«-..-.----...------.--..---.--.-.-.---.‘---a..,-‘.----.--.-.’.5.-.. __g;:;_-—‘
!ndividual Animal. Desth Report ' : Tore 7
Dose - Grotp ‘Animl ) _ﬂmr of dnth . ucaim( study lom ‘of death. . Io. of tlm treatment
S . S o dny of death Lo : intctrwtod for
Righ€TP2 08 080001, Unscheduled kitl 119 2B-Mar-9%% ..
- Nigh CTP2 08 - 080002~  Found dead on study -T2 - 09~Feb-%% -
High CTP2 -~ 08 - 080003 Unscheduled kil . - o 30-dul-9% .
High CTP2 ‘08 . 080004 -  -Unscheduled kill “07-Jul=9% ..
#igh cTP2 08 080005 - . Scheduled kill T30-Aug-e .
High €TP2 08 080007+ ‘Scheduled kill . 30-Aug-9%% -
. ‘Migh CTP2 . 08 - 080008 Scheduled kftl - T 30-Aug-9%
- High €TP2 08 - 080009 Scheduled kili "‘so-mg-w.
Righ-crpz .. 08 1080010 Scheduled kitl - L 25-Aug-94 | .
‘High€tP2 08 - 080011 Unscheduled kill ... " - - - 11-dul-94 . -
© _High cTP2 08 080012 . Found desd on study . - _ ‘i 15-Jun-9% :
“ o High CTP2 08 - 080013 . "Found dead on study’ . 07-Aug-94 $
S High €TR2 08 080014 ° Unscheduled kitl " 2B3-Mar-9% 5
. High CTP2 08 . 080015 . - :Scheduled-kitl . -~ : 30-Aug-94
High CTP2 . 08 080016 ' Unscheduled kitl - = 5 01-dul <96 - ST
CRigh CTP2  ° 08 - - 080017 Scheduled kitl.- - - . © 30-Aug-%& . v f
High €TP2 . 08 0B0018 - Unscheduled kiltl C T teedule®g . e e g
, #High CTP2 " 08 . 0B0D1® | ‘Scheduled kili o L &5-Aug-9% uo Tl
© 7 High €TP2 08 . 080020 .= Scheduled kill: - 274 30-Aug-94 R ‘
" WighctP2 . . 08 080021 Scheduled kitt . . 24 © 30-Aug-96, T B
. Righ CTP2 08 080022 Found dead on ‘study - 2380 . -yl - - o 0 g '
High CTP2 08 - 080023 .° Scheduled kill 2T T T 30-Aug®% . - L &
High -CTP2 . 0B 080024 . ' Scheduled kill o 30-Aug-94. - (R A A |
Righ CTP2 08 ' DB0025 . Scheduled kill - 25-Aug-9% R
. High CTP2 . 08 - 080026 ° ' Scheduted kiill - 30-Aug-9% . Tt
High CTP2 -~ 08 - 080027 - . Scheduled kill- ) ‘so-mg-m
High CTP2 . 08 - D8BO028 . - Scheduled kill ... 30-Aup-94%
High CTP2 08~ 080029 . ‘Scheduled kil ; A 26 . "30-Aug-9% -
.7 High CIP2 08 .. 080030 . -Scheduled kit{ ¢~ 2 LT 80-Augé
‘ High CTP2 .08 . 080031 Scheduled kit 2% . 30-Aug-%%
High €TP2 08 080032 . Unscheduled kill ; o TT-Aug-9 -
© High €TP2 .08 - 080033 - -~ Unscheduled kill ~, - 92 _‘ 09~ Jun-96:
. Wigh CTP2 - 08 ~. 080034 = Scheduled kill . . JOR IO-MN -
. High-CTP2: 08 080035 °  Scheduled kill . 2n"
" Migh CTP2 ~ 08 - 080036 . ~Unscheduled kill - 239
High CTP2 08~ 980037 - Scheduled kill 27
High CTP2 08 080038 . Scheduled kitl - AR
\J “High CTP2  "08 -°  0B0039 - - Scheduted kill. . L 2T
High CTP2 08 - . 080040 = ‘Scheduled kill . 269
" HighctP2 . 08 080041 = “Scheduled kitl . =~ | . !
#High CTP2 08 080042 Found dead on study. - °
High CTP2 08 080043 Scheduted kill ) &
High CTP2 08 080044 =~ Scheduled kitt ) )
High CTP2 08 080045 Schedhiled kitl 269
Righ CTP2 08 080046 Scheduled kitl 2T .
High CTP2 08 080047 Scheduled kilt . .~ .. 2%.
High CTP2 08 080048 .~ Scheduled kitl "~ 3 2Tk -
“High CTP2 | 08 080049 ~ ° Found dead on study S 193
Righ CTP2 08 -980050 Scheduled kill "7 . " 269
Righ CTP2 08 : 080051 .Unscheduled kil = AT
kigh CTP2 08 . . 080052 found dead 'on‘,‘;ztudy 238
High CTP2 - 08 080053 . = Scheduled kitl 289
High CTP2 08 -080054 .fuddeadonstuay 260 .
. Kigh CTP2' . 08  -080055 . Scheduled kill -~ -/
High €TPZ 08 = 080056 ' . Scheduled kill &~
Nigh CTP2 08 . 080057 - - Unscheduled. kill
Righ CTP2 08’ 080058 Scheduled kill
#igh CTP2 08 - 080059~ . Scheduled kill -
#igh CTP2 08 080050 Schedulad kill
Nigh CTP2 08 080061 -Schml.d uu
. High CTP2 08 080062
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lppendix A (continued): lndividnl Fate of the Anizais

Dermal Carcinogenicity Study (78 wks) of 2 Coal Tar Products (Additional Groqn)

Fraunhofer-Inst. f. Toxikologie u. Aeruolforsch

Study

......

lndividual

: 937114

lleaat;

Negat.
Negat.
. Megat.
Negat.

Negat.

Negat.
Negat.
Negat.
Negat.
‘Negat.
Negat.

" Negat.
. Negat.
" Hegat.
Negat.
Negat.
-‘Negat.

~ Negat.
" Negat.
Negat.
Neghat.
Negat.
‘Negat.
Negat.
Hegat.
Negat.
Negat.
Negat.

‘Ne§at.

T

vAni-at Desth Report
roup  Animat -Nanner of death Nominal study
) _ day of death

o9 090001 - ‘Found dead on study - 151
09 - 090002 - Scheduled kill 546
09 090003 . Unscheduled kill 515
09 090004 ‘Unscheduled -kitl = - 179
09 090005 - 'Scheduled kill 546
09 090006 Scheduled kitl S47
0 - 090007 Unscheduted kill . 478
09 090008 Scheduted kitl . 54T
09 - . 090009 -Unscheduled kill - 120
09 | 050010 - .Unscheduled kill 370
09 090011 - “Scheduted kiil S&47
09 090012 . ‘Scheduled kitl 547
09 - 090013 Scheduted kill 547
09 090014 - uUnscheduléd kilt 135
09 090015 Found dead on study | ‘528
09 090016 - Scheduled kitl - - 547
09 090017  Scheduled kiil. . S47
09 < 090018 Found dead on study - &67
09 - 090019 Scheduted kitl © 547
09 090020 .--Fmdeadmstudy/ R §
09 090021 Scheduled kill: - 547
09 090022 Scheduled kitl S47.
09 090023 - Unscheduled kil .

09 090024 - * ‘Found dead on study ..

0 090025 Scheduled kill | -

- 09 ' 090026 'Fomddeadonstwy_
09 . 090027 - . Scheduled kill :
09 - 090028 Scheduled kill .
09 090022 - Found dead on study i
09 090030 . “Scheduled kili - i
o 090031 - ' Scheduled kitl
09 090032 _“Scheduled kill -
09 - 090033 - Unscheduled kill
09 090034 ' .Scheduled kill

09 090035 Fomddudm:tudy o
09 . 090036 . .Scheduled kitt ' oy

.09 090037~ Scheduled kill

09 - 090038 . ‘Scheduled kill . .

09 - 090039 Scheduled kitl
09 090040 .- “Scheduled kill .
09 090041 : Scheduled kill’
09 090042 ‘Scheduled kill
09 - 090043  Unscheduled kﬂl
09 090044 Found desd on study
09 090045 "Foand dead .on study

09 . 090046 = Scheduled kill
09 090047 Unscheduled kitl
09 . -000048 " Unscheduled kill:
09 . 090049 - unscheduled kill -
09 090050 Unscheduled kitl
09 090051 ‘Scheduled kill . .

- D9 090052  uUnscheduled kitl ™~
09 ~ 090053 Unscheduled kill _
09 .. 090054 . Scheduled kili - =™
09 090055 - Unscheduled kill -
09 . 090056 Scheduled kill
09 - 090057 ‘Unscheduled kitl

i 09 - 090058 " " Unscheduted kitl o
09 090059 - Unscheduted kill 428
09 090060 - Scheculed kitt - - . . 546 .
09 090061 Scheduled kilt - - .~ '569
09 .

Negat.
Negat.

- Negat.
 Negat.
 Negat.
Negat.

Negat.

.Negat.
Negat.
_ Negat.
Negat.
Negat.
Negat.
Negat.
Negat.
Hegat.
Negat.
Negat.
Negat.
. Negat.
‘ Negat.
‘Negat.
Negat.
Negat.
‘Negat.
Negat.
Negat.

Negat..

Negat.
Megat.
" Negat.
Negat.

Cont. ‘

Cont.
Cont.
Cont.
Cont.
Cont.
Cont.
Cont.

Cont..

Cont.
Cont.

Cont.

Cont.
Cont.

Cont. -

Cont.
Cont.
Cont.
Cont.

Cont., _

Cont.

Cont.

Cont.
Cont.
Cont.
Cont.
Cont.
Cont.
Cont.
Cont.
Cont.
Cont.
Cont.
Cont.

Cont.

Cont.
Cont.
Cont.

Cont.
Cont.

Cont.
Cont.
Cont.
Cont.
Cont.

.Cont.

Cont.
Cont.

Cont..

Cont.
Cont.
Cont.
Cont.
Cont.
Cont.
Cont.

‘Cont.

Cont.
Cont.
Cont.
Cont.

‘Cont.

e

© Scheduled kill "

/T

) Date of dath

. 17-Feb-95
" 18-Mar-96

16-Feb~-96
. 17-Nar-95
“18-Mar-96
19-Mar-96

-.210-Jan-96
7 19-Mar-96
. 17-dan-95
" 26-Sep-95

19-Mar-96
19-Mar-96

5. +19-Mar-96
 01-Feb-95

-26-Feb-96

ST 19-Har<96
19-Mar~96

o 30-Dec-95

__19-Mar-96
" 26-Sep-94

19-Mar-96

" 19-Mar-96

- dul“95

21Nov-s5 T
- 18-Mar-96

21-Mar-96

L Zi-Nar-96

-4

4

Mo. of times treatment
uss interrupted for

F
3
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Appmdix A (eontmnd)' Individual Fate of “the Animais
Jermal c.rcinogenicity Study (78 wks) of 2 Coal Tar Prodx:ts (Additwml Groq.'l)
anhofcr-lmt. f. Toxikologie u. Aerosolforsch. .
s.x,:uale. ' : : ) : . o s
lndividunl Aniuol oeath Report - ‘ . TS !
Dose Group . Animal Ihmer-of duth :' ‘ llo-lnht stndy " Date of death -  No. of times treatment -
R AT ) ' dey of death e . was interrupted for
Lover CTPY - 10 ' 100001 . Scheduled kill ' ’ 547 : 19-Mar-96 - - o .
Lower CTP1 10 100002 . - Unscheduled kill = 542 o VeMar-96 RIS
. lower CTPY ~ ~ 10 . 100003 - TFound dead on study - 532 . O4-Mar-96 .. - _ .
" Lower CIPY . 10 ' - 100004 ‘Scheduled kill ' .. S47 . &
Ltower CTPT . 2710 - 100005 ‘Scheduled kiil. - - 546 -
~dlower CTPY - 10 .. 100006 Scheduled kit - L. 567 L.
‘Lower TIPY - 10 100007 _ Unscheduled kill - . . - 29 &3
Lower TTP1. - 10 - 180008 . Unscheduled it . 525
- ‘Lower TP °10 ° 100009 - Unscheduled kilt TR E 2
tower CTP1 10 © 100010 - Unscheduled kill . 501 1°
" ‘Lower CTP1 10 - - 100014 Scheduled kill. o 547
- . -Lower CTPY - .10 " .100012 Unscheduled kil{ ~ -~ AS55 . 8.
. Lower CTP1 ° 10 - 100013 & .Scheduled kill S 1 A
: tower CIP1 - 10 - - 100016 .. Scheduled kitl . . . . 8547 .
- Lower CTP1. 10 100015 -  “Scheduled kill : . 547
“Lower CTP1 _ --10. . - 100016 Unscheduled kiltl, g T8 )
Lower £TP1 = 10 ° 100017 - Scheduled kill . ~ 546
Lower CTPT . 10.  : 100018 . uUnscheduled kill - - - S 400
Lower CTPY = - 30 . - 100019 - Scheduled kill : 547 .
Lower CTP1- .10 - -100020 :Scheduled kitl - - . - S&7 1 .
" Lower CIP1 10 100021  Unscheduled kill S27 ‘
Lower TTPT *. 10 300022  Found dead on study - S - 15-Feb-96 -
Lower CTP1 °~ 10~ "100023.  Unscheduted k{ll ‘ .. A87 < 19-dan-96 .
lower CTPT 10 ,wuoz&.g Scheduled ki1l <. ©. - ' 547 . .o 19-Mar-96 , - . o :
tower CTPY1 . . 10. . 100025 ° . Scheduled kilt ~ = - -, P48 . 20-Mar-96. . . | - -
lower CIP1. 10 -~ 100026 - Scheduled kitt 548 S 20-mar-96 - . .
v .lower €TP1 - 10 100027 - Scheduled kill . . S8 . 20-Mer-9%6
Lower CTP1 10" 100028 ,'f.o\.nd dead on study. - - 85 L ZBiNov-94
. Lower CTP1 10 100029 - -Scheduled kitl . AR - B 20-Mar-96 : .
,_J,ouer TPt 10 100030 Found dead on study . . - 535 - . OT-Mar-96 - -
. Lower CTP1 10 -~ 100031 ° Unschedlled kill O3 T T 13-Mar-96 L
tower CTP1 . 10 . 100032 . . Scheduled kill .. T 548 o1 20-Mar-98. . .
- tower €TPT 10 100033 . -Unschediled kilt . . 378 .. .t BR-oct-95 < - . -1
‘Lower CTP1. 10 . 100034~ Unscheduled kill - - %415.. .7 08-Nov-95 . 28
Lower £TP1  10- ' -~ 100035 . Scheduled kill: . @ .. _ .548 1 " 20-Mar-96.- . .
. Glower CIPY 10 100036  -Scheduled kill . ST 548 . L 20-Mar-96 Tae
w0 dower CTPY. - 10 100037 - - Scheduted kill - - . 548 - 20-Mar-96
‘u: ‘Lower CTPT . - 10~ 100038. - tnscheduled kill . "~ - “A77 . 15-Mar-95 "
T Lower CTPY ~ . 10'" - 300039 ' - Unscheduled kitl . .| . 269 .. ~T15-dun-95
. Lower CTP1 10 100040 - ““Scheduled kitl L. 548 T . 20-Mar-96° o ..
" Lower CTP1 10 100041 ° Found.dead on study - 846 o T 1B-Mar-96- . T - 7 L
Lower CTP1 10 .- 100042 “-Scheduled kill - =~ . S8 - .- 20-Mar-96 - . . g
. Aower CTP1" ~ 10 100043 . - Scheduted kitt . - S 549 CoL21Ner-96. . Lo L .
- Lower CTPY 10 100044 found dead on study ~ - .- 443 ;. 06-Dec-95 < - . : '
, © Lower CTP1 10 - 100045 Scheduted kill. . =~ = .. 549 21-Mar-96
Lower CTPT  ~30 © ~ 100046 ° Unscheduled kill ~ ' ' . &3 "¢ . -06-Dec-95 . =~
- T Lower CTPY 10. 100047 . “Scheduled kitl . ~ ) i sl 21-Mar-96 C T
R fower CTPt 10 = 100048 - . scheduled kill . 21-Kar-96 S
Lower CTP1 10 7. 100049 - Scheduled kitl 21-Kar-96 . -

08-Dec-95. ° ..
“18-Mar-96 . .

oo B-Mar-96 " T :
-86~Apr-95. ... .o 10
_D9<tov-94 - i :

. .Lower CTP1 10~ 100050 - Unscheduled kili
" Y liower TP - 1D 100051  Scheduled kitl
v . Lower CTP1 - 10 . 100052 - Scheduled kftl’
;7 ~ilower CTP1  10. 100053  -Unacheduled kill
Lower CTP1 10 . 100054  Unecheduled kill -
Lower CTP1.. 10 - 100055 '~ Scheduled kill
Lower CTP1 .10 ~ .4 * Scheculed kfll .+ 54
Lower CTPT_ . 10 . - 100057  -Scheduled kill -
Lower CTP1~ 10 100058 . Scheduled kill *
“Lower CTP1 10 . 100059  Scheduled kitl ' . .
Lower CTPT 10 - 100060 - -~ Scheduled kitl . .=~ "
" Lower €TP1 10 100061 - -Scheduled Kl -
Ltower CTP1 10 . 100062 - .- Scheduled kil
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\ppendlx A (continued). lndivuhnl nte of tbe Aninls

ermat Carcinogenicity Study (78 wks) of 2 Coal Tar Products (Additioml arm)
-nui\ofer-lmt. f. Toxikologie u. Aerosolforsch.

~

CySsea gy

cesssvenscssvcsnsnnenen. L L T T T O ey IR P tercscnane eneccons - --.-’-.--’-.-...-a.‘;.‘.--’---.----
: 0

Death

e TR AR RIS Ry wonme : -

c1P2 - 110062

study @ 93/11A
:peciu- Mouse
sex : Male
ndividus!l Animal
Dose Group -Animl
Jowest CTP2 " - 110001
Lowest CTP2. 11 110002
Lowest CTPZ 11 110003
Lowest CTP2 " 110004
- Lowest CTP2 . 11 110005 .
1owest CTP2 11 110006 - .
Lowest CTP2 M. 110007
iowest CTP2  “¥11.° ° 110008 -
- Lowest CTP2 1. 110009 -
towest CTP2 11 110010 -
Lowest CTP2 ' 11 . 110011
U7 Lowest CTP2 " " 110012
p. Lowest CTP2 " 110013
Lowest CTPZ2 11 10014
Lowest CTP2 1 . 10015 -
" Lowest CTP2 1"’ 110016
1owest CTPZ -~ ‘11 110017
-Lowest CTP2 11 110018
‘Lowest CTP2 1)) 110019 -
Lowest CTP2 11 ) 110020
Lowest CTP2 11 110021 .
Lowest CTP2 11 110022
Lowest CTP2 - 11: 110023
Lowest CTP2 11 . 110024
Lowest CTP2 11 --410025 -
Lowest CTP2 11 110026
- ‘Lowest CTP2 1 110027
Lowest CTP2 1" 110028
Lowest. CTP2Z W1 110029
Lowest CTP2 11 110030 .
- {owest CTP2 1" 110031 -
Lowest CIP2 1" 110032
Lowest CTPZ ~ '11 . 110033
- Lowest CTP2 11 110034
“Lowest LTP2 11 - 110035 .
towest CIP2 1 . 110036
Lowest. CTP2 1 110037
.~ iowest CTP2 1% 110038
= Lowest CTP2 - 1} 110039 ..
‘Lowest CTP2 11 130040
Lowest CTP2 11 110041
fowest CTP2 -. 11 118042
Lowest CTP2 ~ 11 110043
Lowest CTP2 . " 11 110044 .
Lowest CTP2 t3 A 110045
Lowest LTP2 - 11 110046
~ . Lowest CTP2 1. _110047 .
" Lowest CTP2 ~ 11. 110048
‘Lowest CTP2 11 110049
Lowest CTP2 1% 110050
Lowest CTP2 1 110051
Lowest CTP2 11 . 110052 "
Lowest CTP2 "11 | 110053
Lowest CTP2 1" 110054
. Lowest CTP2 11 116055
Lowest CTP2 -~ 1 110056
Lowest CTP2 11 110057
Lowest CTP2 11 110058 -
towest CYP2 11 110059
Lowest CTP2 - 11 110060
towest CTP2 " 110061
Lowest 1

‘Manner of death
. 1 .

‘Unscheduled kil
- Unecheduted kill - -

Scheduled kill

. Unscheduled kill

Scheduled kitl
Scheduled kill
Unscheduled kitl

- Scheduled kill .
- Unscheduled kill

Scheduled kilt - ¢
Unscheduled kil
‘Scheduled kili
Scheduled kitl

Found dead on study

Scheduled kill
_Scheduled kill
-scheduled kill '
. Unscheduted hll

. Scheduled kill -

Unscheduled kitl
- Scheduled kill ’
Scheduled kill

L sy

" Scheduled kill -~

_ Scheduted kitl

. Scheduled kitl -
Scheduled kitl
Unscheduted lult
_“Scheduled kill .
" Found dead on stixdy "
Scheduled kill :
Scheduled kill

- Scheduted kitl

"Scheduled kill = -

© Unscheduled kill

‘Scheduled kill

. Scheduled kill.
" Scheduled kilf{ "

Unscheduled kilt

Scheduted kiti .~
Unscheduled kill

Scheduled kill Do
Found dead on study T

unsohemled *ill -

‘Found dead on study B

Scheduled kitl.-:
" Scheduled iull

Scheduled kill
Scheduled kilt
Scheduled kill
Scheduled kitl
Unscheduted kill -

" Schedulted kitt

Unscheduled kilt .

‘Scheduted kill -
Unscheduled kill

UnscReduled kill

Scheduled kilt

© Found dead on study

At F

;
-

 Unscheduled kill -~
Scheduled kill

" Found dead on study
_ Unscheduled kill

Nominel study

day of death

526
451
165

547

[ ST
&7

516
T 54T
- 443
. 54T
_ 54T
: ‘373
- 547 .
. 547
- 296 .
. 547;
329
547

© a0 o~

5‘9 .' ‘.‘.ai

T 20-Mar-96

- 20-Mar-96 . -

"»“. '02‘“0!"96 -

- Date o'f death No. of times treatment
. wes interrupted for
27-Feb-96 L 3.
14-Dec-95 - :
“18-Mar-96
03-mar-95
19-Mai-96
19-Mar-96
. '29. Jon-96 - . ) PN
T 19-Mer-96 e Y
" 15-Feb-9%6 - . o

._: -~ T 19-Mer-96 -

_06-Dec-95 | .
19-Mar-96 v -
*19-Mar-96
27-Sep=95
19-Mar-H6 -
18-Mar-96 " .
“19-Mar-96 - -
C12-dut-95 < = o
T 19-Mar-96 S ) o
. 1"‘@'95 ,,, L n .
19-Mar-96 *
20-Mar-96 - -
20-Mar-96. - o0

Af-m'hf’%. o s P
20-Mar-96 .~

. 05:Jen96 VL -

T 20-Ner-96 1 - -

© Ol-May=98 T o o
20-Mar-96

18-Mar-96 .
_2B-dun=95 =
20-Nar-96 .
T 20-Mar-96 .-
S-18-Mar-96
25-Dac-95
21 .“ o
- 21-Mar-96
24-3an-96 -
21-Mar-96 .
- 20-Nov-95
> 28-Feb-96.
- 22°Dec-95 . -
. -21-Mar-96 -
2%eMar-96
28-Feb-96 <
21-Har-96 . . W
-21-Mar-98 SR
21-Mar-96 -
21-Mar-96 N
-21-Mar-96
. 13-Dec-95- ¢
. 18-Mar-96
08-Dec-95 -
13-Rar-96
. 19:Feb-96
T 21-Mar-9%
20-Nov-95
; Ot-Rer-96 - .~
21-Kar-96 .
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Appendix A (continuod). Individual Fate of the Miuls

Dermat c.rcinogonicity St\dy (78 uks) of 2 Coal Tar Protbcts (Mditioml Groups)

anhofcr-lmt. f. ‘l’oxikologic u. Aerosolforsch.
Study 3 93/19A .
Specie:. Mouse
Sex 2 Male

e T EE meeminepeanncien

Individual Animal, Death Report

L R L L LYY T Y resesesswe B L L L LT T Ty

' Dose Group _ -Animal mrﬁfduth

Lower CTP2 12 120001 Unscheckiled kill
. Loser CTP2 12 -120002 .. Scheduted kill
" LowerCTP2 12 _ 120003  Scheduled kilt -~ -
© Lower CIP2 12 - 120004 - Unscheduled Kill
Lower CIP2 ‘12 - 120005 _'? Scheduted kill - .
“Lower CTP2 ~ : 12 120006 .. ““Anscheduled kitl -~
Lower CTP2 . 12 . 320007  ‘Scheduled Kilt
- Lower CTP2 - 12 " 420008 . Scheduled kill
Lower CTP2 J12. .. 120009 - Found -dead on-study
 dower CTP2  -12- 120010 ~ _Found dead on study
.7 Lower CTP2 12 - 120011 - ‘Scheduled KTl
%, Lower€TP2 12 120012 . Scheduled &itl ~ -
A= Lower CTP2 .12 120013 , Found dead on stwly
“ T Lower CTP2 12 7 - 120014 . -Scheduled kitl -
Lower CTP2 12~ 120015 ‘Scheduled kill ..
Lower. CTP2 - 12 120016 - -Scheduled kitl .
Lower CIP2 12 - 120017 Scheduted kiti:
 Lower CTP2 12 120018 . ‘Scheduled kitt -
‘Lower CTP2 - 12 120019 ‘Scheduled kill
Lower CTPZ . 12 ' 120020  -Scheduted kill.
Lower CTP2 . 74 . 120021 Ainscheduled kilt
Lower CTP2 12 . 120022 - Scheduted kittl . -
Lower CTP2 12 . 120023 - tUnscheduled kill )
‘Lower CTP2  :12. . 120024  -Schediled kill
Lower CTP2 12 120025 Scheduled kill:: -
Lower CTP2 12 - 120026  Unscheduled kitl- :
Lower CTP2 - 12 120027 Schedusled kill
‘Lower CTP2 - 12 - - 120028 ‘sd\oduled Kitl .
Lower CTP2 12 - 120029 Wl:he&.lled,&ﬂl s
Lower CTP2 . 12 . 120030 = Scheduled kill =~ =~
Lower CTP2 12 - 320031 . .- .Scheduted-kitll . .
Lower CTP2 12 120032 - “Scheduled kitl
tower CTP2 12 .-120033 ~  Scheduledkill .
Lower CTP2 12 - - © 120034 _ -Scheduled kill -
Lower CTP2 - 12 : 120035 . ~_Scheduled kill — "~
Lower CTP2 12 . | 120036  Unscheduled-kill .
Lower CTP2 = 12 , 120037 eckiled kill -
Llower CTP2 - 12 120038 . Schetted till .
Lower CTP2 12 120039 -¥ound dead on study - -
Lower CTP2 12 120040 - Unscheduled kitl
* Lower CTP2 12 120041 "Found dead on study - -
- Lower CTP2 12 - 120042 . -Scheduted kil -
_Lower TTP2 * 12 120043 Unscheduled kitl
tower CTP2 . 12 - 320044 Scheduled kill ~ -
" Lower CTP2 12 .. - 120045 °  Unscheduled kill
‘Lower CTP2 12 - .120046 :  Scheduled kill.

" . Lower CTP2 12 . 120047 ~ ‘tnscheduled kitl -
Lower CTP2 12 .. 120048  _unscheduled kitl -
Lower CTP2 . 12 " 120049 Sehed:led kil .

. Lower CTP2 =~ 12 $20050. . -Found desd on study .
Lower CTP2 12 120051 ° Found .dead on :tudy PR
Lower CTP2 12 120052 = Unscheduled kill - .
Lower CTP2 ~ 12 120053 . . {nscheduted &kill

. Lower CTP2 ~ 12 - 120054 . Scheduled kiil

‘Lower CTP2Z  * 12 ' . 120055 - Unscheduled kiil
Lower CTP2 12 120056  Anscheduted kitl
tower CTP2 12 . 120057 Found dead on study
Lower CTP2 12- 120058  Unscheduled kill

. ‘tLower CTP2 = 12 120059 Unscheduled kitl
Lower CTP2 12 120060  Unscheduled kii{-

- Lower CYP2 12 120067 - Unscheduled *idl .
g .120062( Fu:sddudm;tudy

Lower CTP2. 12

-4

seccecneanarrionann -

sescvsvas S L T T LY PP -

BRI ppicur
s ”

+

1

uoniml study
day of death
245

" -Date ‘of death
' 22-!(.7‘95
“18-Mar-96
2~ 18-Mar-96
22-Jan-96

“19-Nar-96
O7-dun-95"

T 21-Mov-95 -

© 19-Mar-96
19-%ar-96
19-Mar-96

©AB-Mar-96

- 1G-Har-96
" 01-dun-95

29-0«:-95
U 265 3an96
T 20-Mar-96

PRI

18-Mar-96 |
DB-Jun-95" -

 19-mar-96 <

23-3a0-95
19-Nar-96
19-Mar-96 - .

S 19-Mar96 .

19-Har-96

L 18-Mar-96 .

. 20°Mar-96-
"zomawgs‘ ’

. 20-mer-96 <
> AT-dan95 7 -
[ 20-Mar-96 'V R

- Ho.. of times trestment
‘wes intprnp;:zd for.

Y
12
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appcndix Al: Survival Amlysis
Survacl lmtysis for DEATHDAY Dm to Dnth ) N ;
. Factor leP = Negat.Cont.
I - . Time  Status o &wlative standard Mlltivc llmr Nicrosc. i s
' ST _ Survivul Error Events - Remafning Tumor P
- 010008 : 11 “Unscheduled kil .- 9839 ¢ ,0160 1.0 -6 K, ]
. 010052 45 Found death on study = 9677 .. 0224 2 .60 . no
. 010038 © 204 Found death on study 29516 - 0273 . 5 .59 ™
oo 010023 254 Unscheduled kill: S L9885 . 0312 4 S8 m .
: 010018~ - 291 Unscheduled kill - - S99 0346 -] 57 no )
. 910031 " 364 Unscheduled kill - - 9032 " 0375 S 56 ™ 7
010044 365 Found death on study . 8871 L0602 ¢ 7 55 - no .
010015 "~ 401 Found desth on study - 8710 - 0426 - -8 56 e
. - Q1B037 . %35 Urscheduled kill - =~ 8548 . - 047 = . 9§ 5% ;o
© 010005 - -7 439 Found death on study ~ 8387 - - 0467 .. 10 52 no
- -010062 . 449 Unscheduled kitl .~ 8226 -~ - 0485 : . 11 .59 no - .
010047 - 466 ‘Unscheduled kitt. ~ 8065 < 0502 i 12 50 o -
010009 472 Unscheduled kilt ..~ . 7903 . 0517 I - T 49 no T -
7 010029 T 479 Unscheduled kill — © . 772 .7 0531 . 44 &8 no. ! ,
"7 ~010022 - . 48B3 Unscheduled kitl = 7581 .- 0546 . 15- - 47 mo -
010016 484 Found desth on study ~ 7619 0556 AR ORI ' I
LR 010046 - 492 Unscheduled kill L LTS8 . 0567 - - 4T . 45 m
.- 010061 503 Ffound death on study -~ ,F097 70576 . 18 %4, n
- 070032 -~ 512 Unscheduled kill . 4935 g9 43 yes
010026 514 Found death on study 677 200 T 420
‘010035 - .515 Found death on study - - 28 4y no -
010059 515 Unscheduled kitl - ;8452 . .- 27 7,40 a0
. 010011 - 'S517 found death on study . ,6290° - B . 3% no. .
~010030 "532 "Found death on study ,,6129 S 2% 38 - m
010024 543 tUnscheduled kill Lt o - 25 - 37 ™
- DI004LY | ' 545 Found death on study , 26 3% no
DI000T . - 546 Scheduled kill AR Ry R 35 ho-
010002 - S46 Scheduted kil{ - ‘2% T 347, ao-
_proce3s 546 Scheduled kill 26 .33 mo -
" 010004 547 Scheduled kill 26 . 32 -
010006 547 ‘Scheduled kill f26 +BY me
010007 547 Scheduled kill . . -2 30 -mo
- 010010 547 Scheduled kilt B - 26 o .29 . no
010012 _  S47 ‘Scheduted kill - - T T 28 e
010013 ° S47 ‘Scheduled kill , 2% .2 m
010014 - 547 Scheduled kill . .26 26  fo
- 030017 . 547 - Scheduled kill S8 R 28 e ,
. 030019, . S4T7 Scheduled kitl - 26 -T2 )
0100208 . . 548 Scheduled kill L2 2 e N
010021 . 548 Scheduted kill T @ me
010025 548 Scheduled kitl 26 4 | no h
010027 °~ =~ 548 Scheduled kill “ ' 26 20 "me. N
‘010028 ° S4B ‘Scheduled kiil .26 19 -
010033 - . 548 Scheduled kitl 2. .18 - e .
010034 S48 Scheduled kill C 0 T e
010036 . 548 Scheduled kill 26 16 ;o s
- 010039 . - . 549 Scheduled kitl T 26 -
©.-010060 549 Scheduled kiltl . 26 ENEE ") )
. 010041 - 549 Scheduled kill e .. ™
010042 549 Scheduled kill . e N no.. )
010043 549 Scheduled kitl 2. N0
- 010045 549 Scheduled kill 26 . L one .7
- 010048 . 549 Scheduled kitll - 26 o *
010050: - 549 Scheduled kiti - 26 " no
010051 549 Scheduled kill - .26 . e
-010053 549 Scheduled kill - 28 o
010056 _ 549 ‘Scheduled kitl -+ 2% o
- 010055 .~ 550 sScheduled kill . . mo
010056 - - 550. Scheduled kitt 26 Y
- 010057 550 Scheduled kill 26 ™
010058 §50 Scheduled kill 26 .o
1010060 550 Scheduled kill. T e

mﬁer pf Cases: 62 '»‘c'ensored: 36 '55_,8.66!). .:‘Egmi:c:’
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_Appuidix At (contmndr survivul mlysio

Survival mlysis for DEATMDAV om to Dnth

" -Factor GROUP = Pocit cont.

I, Time
_ 0200% . 26%
020008 - 303
020050: - 309
020059 322
020027 345
020028 351
020053 356
020001 . 366
- 020054 378
020061 - 380
020056 395
020035 414
. 020055 415
020021 .. 421
020049 . 429
020045 . 437
020011 - 438
020007 . &&b
020004 - 448
-020020 448
020025 452
020015 . - 454
020031 - - - 455
.. 020010 463
020034 -7 465
020051 4N
020060 . 483
020013 487
020046 491
* 020052 505
020039 - 511
020041 - 511
" 020038 514
020057 519
o 020043 525
. 020005 527
020002 546

020003 [

020009 S45
020012 - . 547
020016 - -S4T-
020017 . S47
020018 547
1020019 547
020022 547
020023 548
. 02002 548
020026 < 548
020020 S48
020030 - 548
020032 - S48
.. 020033 T 549
020036 549
020037 549
. 020040" 549
020042 549
| 020044 549
020047 550
020048 550
020058 550
020062 550

Number of Cases:

. -

Status

. 62

Unscheduted kill .-

Unscheduted kill. .

Ffound death on study -

Unscheduled kil

. Unscheduled &ill -

Unscheduted kitt -

Found -death on ctudy ..
“Unscheduled kill L
" Unscheduled kitl .

found death on 3tudy *
. Found death on study -
-Unscheduled kiit

found death on study
Unscheduled kil

- Found death on ttudy

Unscheduted kitl
Unscheduled kitl -

Unscheduled kill
Found death on study
Unscheduled kiltl

Unscheduled kitl -

Unscheduled kilt =

unscheduted kill .-
. Unscheduled &kill -
" Unscheduled kill

Unscheduled kitl

“Unscheduted kitl - ..
Unscheduted &ill ©

Unscheduled kitl

.Found death"on study

Unscheduled kill.

" Unscheduled kill .

Unscheduled kitl

" Scheduled Xitl -
Scheduted kitl -~

Scheduled kilt '~
‘Scheduled kill .

Scheduled kitl

‘Scheduled kill

* Scheduled kill

Scheduted kill

Scheduled kitl

Scheduled kill
Scheduted kitl .-
Scheduled kill . -
‘Scheduled kill
Scheduled kill "

“Scheduled kili

scheduted kitl ™ -

" Scheduled kitl

“Unscheduted kilt - -

_‘Unscheduled kilt -7 %
unscheduled. kill -
" Found death -on: study

Fraunhofer ITA Dermal Caronogematy StudL(78 Weeks) of Two Céal Tar Products R

M(ativ'e Standerd Cusulative lu;bor'

CSurvival Error €vents  Remaining
5839 ,oue A Y5 I
67T - 0224 2 . 60
9516 :,0273 ‘ PR ST
9355 0312 PR .
29194 346 B TN T A
9032 0375 B 56
8873 0602 4 - 5%
A0 ,.ol.zb _ 8 LT 5k
8548 06T 3 ‘83"
38T 04T . 10 82
8226 . .. 0485 " -1
,8065. Joe 40502 - = 42 - 50 .
D2 0531 % A8y
LTS8 - 056k U T hT L AT U Tyest
2619 70556 1 16 N6y
J7258 0567 AT TS
09T o= 0576 - .. 18 AT e
te935 ! 19 3
S U200 T k2N Tyes
6613 . 0601 A 8 e
TN 6452 /0608 22 A0 T yes T
46290 . 40613 B T3 e
56129 0619 2 EL BB Ttiyem -
= 5968 L0623 . B B
.5806 9627 26 . 36 yes
5484 0632 . o 2B L3 T el
. +5323. - 40636 oo 29T - I
L5161 L0863 . .30 - 32 yes'
;5000 /0635 ‘31 31 yes Col
e R T30 Ciyes T .
67T 0634 X2 loyes i ’
. e - 3‘ ;u . w RE )
37 - IO
.37 yos -
57 L yes
- '3?. ] - -
L yes
37. &’:
14 yes
Yes -

Scheduled kill

. Scheduled kill . - *
Scheduled kill -
. Scheduled kitl®

Scheduled kitl

_Scheduled kill -

Scheduled kill

~

Scheduled Kilt .

c«sond- - B

Tt
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. Appandix A1 (contimnd)- Survival mtysis

Survwal Analysis for DEAT!DAY Days to Duth A,

Factor GROUP = Low CIP1 . R
1 _ Time  Status .. .. Cumulative Standard Cumulative Mumber  Microsc. et
- ' Survival Error - Events  Remaining Tuwor . ’ PR
030039 248 Found death on study 9839 . 0160 1 81 no v :
030050 312 Unscheduled kitl - .~ ,9677 . 022 2 o .
. 030025 317 Unscheduled kill = .- - ;9516 0273 3 n
030033 - 319 Unscheduled kill L9355 L0312 B & ne
© g30053 - 339 Unscheduted kitl . . 014 086 5 no
030003 345 Unscheduled kill. . L9032 7 0375 - i ) fno .
© 030046 373 Unscheduled kilt - ,8871 : . ,0402 . T RO T -
030045 . 381 ' Unscheduted kill ~ COsTI0 L0426 - o 8 no S
030049 308 Found death on study". © 8548 . - D447 Ty o :
- 030056 409 Unscheduled kill . =~ (8387 oks7 - - W no -
‘030009 . . 414 Found desth on study .. . SRR | | 51 "o -
030047 ‘4% Ungcheduled kitl . . - . - 7 e uiias 120 - 50 mo-
030057 4% Unscheduled kitl . 7903 . 0517~ . - .. 13 49 om0 - : i
030005 . 415 Unscheduled kill ~ = 772 053 4 )
030001 416 Found deathonstudy . . . . 15 Y
" 030004 © 416 Unscheduled kill . : . JTR19 - . 0556 16 46 -0
030061 424 Unscheduled kill' : y AT B no
. 030013 © 438 Unscheduled kitl. B L &k no
930021 440 Found death on study 49 43 w0
030034 441 Unscheduled kill 20 X2 - no' -
030007 . 442 Unscheduled kitl 2y U
030062 452 Unscheduled kiil o 22 40 o
630020 _ 461 Found death on study - . .3 - .mo
030024 - 470 -Unscheduted kill ’ .. 38 . -
Q30035 . = 471 Unscheduled kitl - 7 AR : - N
030026 484 Unscheduled kitl - 36 R . SN .
030017 491 Unscheduled kill "~ . - 55 no
030040 - 496 Found death on fstudy';, 2 S4B 34 e Bee e
030060 " %97 Found desth on study - A3 e -
"030055 505 Unscheduted kilt 2 M ’
030030 528 uUnscheduled kill . 317 o
030051 528 Uunscheduled Kill' ' 30 . n
030002 . 534 Unscheduled kil ‘27 ™.
030037 535 Unscheduled kill 28 - no
030006 © 546 Scheduted kill : - no -
030008 546 Scheduled kill . - 26 M
030010 546 Scheduled kilt . . -3 oo -
030011 547 Scheduled kitl - 2% e
030012 547 Scheduled Kkill . 23 "
030014 _S47. Scheduled kill:’ - JEE "
030015 547 scheduled kitl - ... .o 20 mo
030016 - 547 Scheduled kitt :-. i 24" ‘mo
030018 S47 Scheduled kitl’ 1 e
030019 548 Scheduled kitl .- 18 . no
-030022 ‘548 - Scheduled kill 0 T A )
© 030023 548 Scheduled kill 0.
- 030027 - 548 Scheduled:kitl . =~ no
030028 - 548 Scheduled kill - o
© 030029 548 Scheduled kitl - no
030031° ‘S48 Scheduled kill =~ B
30032 549 Scheduled kill.- © no.
030036 . 549 Scheduled kill R AN
030038 549 Scheduled kill - ho
030041 549 scheduled kill " o .
030042 ‘549 Scheduled kill )
030043 549 Scheduled kill e
030044 .549 Scheduled kill - B
030048 549 Scheduled kili - ™
030052 580 Scheduted kill ~ - . m
030054 950 Scheduled kilt *~ T
. 030058.. S50 Scheduled kill Ao .
030059 . S50 Scheduled kill o S “ e
Nuwber of Cases: 62 Censored: 2B . (45,16%) .Events: 34
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Appendix A1 (cmtimed). S\lrvaal Analysis . a B I ‘ .
Survival Analysis for DEATHDAY Days to‘ougb'- : i
. - Factor GROUP = MediumCTPY -~ - - - : -

. Time Staius . nmlutivo Standard Cumutative Number , Microse. e
: . ’ o Survivel . Error Events  Remeining Tumor =~ = EETT

040040 * 172 Unschediiled kitl S 49838 0160 1 . 61 no .
040032 © 225 Found death on'study 9677 . 0224 2. . 80 n
040017 228 Found death on study T L,9516. 7 .,0273- "3 5¢ no
" 040044 - 232 Unscheduled kill - - .49385 0 0812 & - 58 no
040060 234 Unscheduled kill 919 o 0346 -5 57 - no -
040058 - 261 Unscheduled kill . J9032 0375 6 ‘56 no
040036 269 Unscheduled kitl.  -. ,B871 ;0402 - 7 55 0
040037 . 317 Unscheduled kill -, .. 8710 0626 : . 8 .5 no. :
040008 - 340 Unscheduled kill . - 8548 . 0447 . 7 ‘9 T 58 T mo -
040047 346 Unscheduled kill P 8387 L JOM6T 1 52 no a
040039 395 Unscheduled kitl ~ ° - e e " 51 no - ’
040050 _ . 395 Unscheduled kilt . . .~ 0065 . ,0502 . - .12 ‘50 - no-
040020 ° - 396 Unscheduled kill . - - 7908 ° = ,0517 - .. . 13 4 . SR
" 040016 400 Unscheduled kill .. . 772’ L0581 -~ - % - 48 o
040028 406 Unscheduled kilt . ~. 7581 - = 0544 -~ 15 47 no o
" 040006 . 420 Unscheduled kitl  ~ ~ JTL19 0556 T &6 =) ~
040023 421 Unscheduled kill - L7258 . ., 0567 RS 4 .45 no
- 040043 - - 422 ‘Unscheduled kitl s ST 0576 18 L A&k Mo N
. 040010 -~ 453 Found desth on study - ,6935. . _ 0585 - 19 43 o
'04001% ° 457 Unscheduled kitl = = L6706~ 0594 .20 0 o 42 - me .
" 040059 ~ - 463 Unscheduled kilt = . 66137 - L0601 21 - <41 o -
. 040009 469 Unscheduled kitl °° * 6452 ' ,0608 - 22 - 4D no .
' 040049 473 Found death. on study = L6290 0613 o 287 - 39 no_
. 040027 . 487 Unscheduled kilt - '« ;6129 - .. 0619 - 2 ... 38  no _
040003 490 Found death on study .- 5968 ~ 0623 - -2 -, - 3 -no
040022 497 Found death on study - 5806 . ".0827 . - 26 .. 36 “no
. .D40D4T 500 Found death on study ~ ,5645 < L0830 .. - 27 ¢ .3 nmo ..
840046 ' S06. Unscheduled kill .. . S54B4 -7 0632 . 8. 3% . yes
< 040007 512 Unscheduled kitl =~ ©.;5323, ' 0634 - . 29 .- "8%: w0 . '
-7 040025 . 519 Unscheduted kill - 5161 »7 L0635 . 30-. v 3" no.
040057 $20 unscheduled kill .. - -3 .31 .po-
040021 535 Unscheduled kill 32 T30 m
040052 538 Found death on study 33 - 29 L e
040054 . 538 Found death on study - . 34 ‘28 . no >
040048 - 541 Found death .on study .3d “no
040031 . - 545 Unscheduled klll 36 26
040001 546 ‘Scheduled kitl’ . 36 vt B om0
040002 846 Scheduled kill . 36 . 2K L. e
040004 * 546 ‘Scheduled kill :. 36 2B o .
040005 "84T Scheduled kill 36 22 no -
040011 547 “Scheduled kill .~ .- 36 c2Y . me - .
040012 ‘547 _ Scheduled kill .~ .. 367 T c 2 el 3
040013 547 Scheduled kill =~ = v T o .36, 19  me . .
040015 S47 -Scheduled kill - . 7" ‘L.oot . 77367 ¢ B me
040018 547 Scheduled kill . .- -7 S 36 7 ome
- 040019 548 Scheduled kitl. - . - . . " 36, 16 Mo - oo
040024 548 Scheduted kill . ., L 3 15 mee
040026 S48 Scheduled kill .~ =~ i T ULl 36 T 4 Ceel
040029 . S48 Scheduled kill . : L, ’ I - 13 0
040030 548 Scheduled kitl ~ o S .36 . 12 no
040033 548 Scheduled kill - A 36" 1 -
040034 549 - Scheduled kitl = ' .36 . 30 ‘no 2
040035 549 Scheduled kill - - 36 .9 L. R
040038 - 549 scheduled kill 3% . -8 o r
040042 - ‘549 Scheduled kill . T 36 7T e -
" 040045 'S49 Scheduled kill. .- T e o 36 -6 ™ -
040051 . 549 Scheduled kitl ™ . - .. . o0 367 L8 e il G
040053 - 549 Scheduled kitl . . .. . = Tt o RS 73 T4 me
040055 ..© 550 Scheduted kill' & . . i e 36 - 3 o B
040056 - 550 Scheduled k$tl .~ s PSR " 2 o
040061 - 550 Scheduled kill o U o - 38 1T m
040062 - 550 Scheduled kill .36 0 Sme
Number of Cases: 62 Censored: . CoAes e Tl :
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Apperdix M (contimed)- 5urvival Anllysis . )
Survivat mlysis for DEATHDAY o-ys tonuth RS S . . e
Factor GROUP = High CTP1. ' oo N ' v
Cumulative Standard Cumulstive Number .

e

- Time 'Status Microsc.

BN T : Survival ‘Error Events Remaining - Tumor ;*31”-::
050040 214 . Unscheduled kill 9839 ,01560 K R -3 -no -
050006 219 Unscheduled kitl S6TT 022 2. .60 o )
050061 *+ 230 Found death on study = ,9516 0273 3 59 ‘no -
050003 241 uUnschediled kitl L9355 . 0312 4 S8 .

050031 247 Unscheduled kitl D96 T 0346 5 57 me ¢
050022 . 256 ‘Unscheduled kill o 6 6 o
050056 - © 256 Unscheduled kill 887 - #0402 7 55 . no
050033 ~ 261 ‘Unscheduled kill 8710 - - 0426 .8 S6 - no
050060 © 305 Unscheduled kilt. (8548 - . D447 9. 53 - o
050029 © 332 Unscheduled kill . /8387 ¢ : T 52 n

. 050044 . 340 Unscheduled kitl - B8 51 no

- 050043 344 Found deathonstudy L8065 50 no
050011 346 Unschieduled kitt -~ . ,7903 © . % o ..
050012 347 Unscheduted kill o TTR2 - 48 o §
050059 368 Unscheduled kilt . 7581 - &7 o
050007 ° 384 Found desth on study 7619 i 46 me
050026 . 385 Found death on studyj 758 o 45 - a0
050009 - 388 ‘Unscheduled kitt CLT00T 18 R TR
050037 . 389 Found death on- study ® - . 43 " o
050038 " ‘396 Unscheduled kill ) T S . AL e
050054 402 ‘Unscheduled kill D .661F 2 | %1 ‘"o
050036 415 Unscheduted kitt L6452 22 40 R B ~
050002 © 416 Unscheduled kill L6290 - 3 .3

- §50004 . 417 Unscheduled kill 6129 38 w0

050013 421 ‘Unscheduled kill 5968 - 25 -37 I
050027 448 Found death on study_ - ,5806 ) Y- - -38 . m

- 050032 450 Unscheduled kill 5645 . T B/ S - no .
050024 452 ‘Unscheduled kill ~ 5484 28 0 3% e,
050041 . 454 Unscheduled kitl «5323 - SN ] . T
050014 467 Found desth on study’ 51677 30 . 32 . w o~
050023 . 469 Unscheduled kill ,5000 .3 ) no .
050035 - 481 Found death on study = . ,4839 o 32 * 30 . "o .
050049 484 ‘Found death on-study. 46677 i .. 33 29 o -, .
0850001 490 Unscheduled kitl- ,4516 ) 34 . 2B 0 - B
050010 494 “Unscheduled kitl ,4355 35 i no
050052. . 498 Unscheduled kill L4196 36 26 no -

. 050055 ' 525 Scheculed kitt . . sl 36 28 eme
. 050042 = . 529 tnscheduled kill . 4026 37 2% . one .
© 050020 - 536 Unscheduled kill < 3858 - 38 B yes -
050046 539 Unscheduled kill T 3890 3. THERSD Y
050039 543 -Unscheduled kill . 3523 - A& 21 e
050019 . 546 Found death on atudy' 3355 &1 -20 -7 a0
050005 546 Scheduled kitl : . A 19 e
050008 546 ‘Scheduled kill # . AY 18 . g
050015 " S4b6 _Scheduled kill - EAR 17 me
050016 547 Scheduled kill - - 26 1w
050017 547 Scheduled kill - e - SRR .

- 050018 547 Scheduled kill Y%, om0 .
050021 547 Scheduled kill X no - :
050025 547 Scheduted kill A2 no -

. 050028 . 547 Scheduled kill " m e e e

- 050030 548 Scheduled kitl 0 e
. 050034 548 Scheduted kill -9 " =
050045 - 548 Scheduled kill - 8 o a4
050047 548 ‘Scheduled kiltl ST we
050048 548 Scheduled kitl 6 no
050050 549 Scheduled kill .~ " - S8 - et
050051 549 Scheduled kitt = =~ . yes
050053 549 Scheduled kill . X 3 e
050057 ‘. 549 Scheduled kill .- LR e
050058 550 Scheduled kill 1 e
050062 . 550 Scheduled kitl 0
umber of Cases: 62
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Appendix M (cont{med). Survival Annlysis »
’ Survivul Analysis for DEATHDAY Dlys to Death - ‘ R ol
. Factor GROUP = Low CTP2 B
10 Time  Status Cumulative Standard Cumulative Number Nicrosc. o)
’ ) - Survival  Error ' ‘Events - Remsining Tumor B i
060058 16 Found death on study 9839 ", Ot60 1. ) ;o »
060020 39 Unscheduled kill 9677 L0226 2 60 .no
- 060004 . 59 Fourx! death on study -~ 9516 0273 3 59 n o
~ 060023 210 Unscheduled kill ) 9355 . J0312 A 58 no . .
060032 ' 229 Unscheduled kill 919 0346 '8 57, pe’ o
. 060005 247. Found death on study - s 6 56 . e i .
060059 . 847 Unscheduled kill’ ,8871 0402 4 ‘8. no ’
060018 - 255 Unscheduled kitl - S : 8 - S6. mo
060025 255  Unscheduted kill L8548 LOWT 9 e - IR " i
060015 297 found death on study  ,B387 0467 10 - 82 o -
060003 . 336 ,Urncbeduled kill ,8226 - 20485 1 .51 no .
050041 358 Unscheduted kil 8065 . 40502 - -2 80 Mo B -
060021 = 366 Found death on study 7903 U517 0 -8 - A e - -
| 060062 ' 368  Unscheduled kitl C T2 ,0531 T Ut T 48 .po :
-060030 371 Unscheduled kill. o 1981 L0546 - . - 18 AT e
060029 ° 379 Found death on study V7419 ,0556 - 16 _ 46 “no
Y 060059 . 387 ‘Unscheduted kitl 7258 0567 TN TS e
060049 - 388 Unscheduled kilt L7097 . - 0576 « 3B - ke 0o
050044 . 389 Unscheduled kilt 6935 L0585 10 - 43" no-
060061 393 unscheduled kill ~ - T -+ ;059 ~200 7 7 42, - me 5
060053 406 Unscheduled kitl - -~ ,8613 ° ;0601 21 7 47 n
060002 432 Found death on study L6452 ,0608 "2 TR0 no -
060012 %17 JUnscheduled kill. - LB 39 me
060013 - 428 -Unscheduled kitl - 38 . "m0 - -
060036 445 unscheduled kill - 3. yes ’
060048 468 ' Found death on study -3 . ™
060047 ~ 475 Unscheduled kill N 35 . ' o .
060010 " 482 Found death on study 3% T me «
060060 - 487 Found death on study - 33 yes
060057 490 Scheduled kill . 2 ¢ . o .
060034 502 ‘Found death on study’ . - 31 no 2
060014 511 _Found desth on study. 30 . _no. . :
060054 511 Unscheduled kill" . a0 -
- 060033 514 Unscheduled kill e 28 e
060035 - 522 unscheduled kilt R 4 yes
060043 536 Unscheduled kill 26 . ™o . .
060027 .. ‘543 Unscheduled kill T e "
050001 546 ‘Scheduled kill: - 23 o
060006 546  Scheduled kill : 22 yas
060007 546 Scheduled kitl 217 o
060008 “547 Scheduled kill 1200 a0
" 060009 547 Scheduled kill/ 19 | yes
060011 547 Scheduted kitl- R I
060016 547 Scheduted kill R Y yes
060017 547 Scheduled kil 1% L0 me
060019 - 547 Scheduled kill - N o
060024 548 Fouhd death on study e
060022 548 Scheduled kill - - no. .
060026 548 Scheduled kill
060028 548 Scheduled kill.
060031 548 ‘Scheduled kill -
060037 548 Scheduled kill
060038 " 548 Scheduled kill ~
060039 549 Scheduled kill
060040 549 Scheduted kill
060042 549 ‘sScheduled kill
060045 549 Scheduled kilt’
‘060046 550, Scheduled kill
060050 550 Scheduled kill:
050055 550 sScheduled kill
0560056 550 sdwﬂl.d kitl L
‘62 Cemored- - 26
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Appcndix Al (continuad) survival Analysis o o
Survival Analysis for DEATHDAY Days to Desth - o ‘ . : L C
Factor GROUP = Medium CTP2 |
8 Time  Status - - Cuuulltwe stu\durd Cumulative  Number Microsc.
: ) : . " Survival  Error Events ~ Romeining Tumofs .'.:',f:::::"f
. &£
070035 10 Unscheduted kill 9839 L0180 1 FIg o
070008 157 Unscheduled kill P77 L 49224 : 2 . 60 no
070058 211 Unscheduled kill - - 9516 ° 0273 . 3 59 "
070029 213 Unscheduled kill 9355 J0312 - - - 4 58 ™
070044 - 214 Unscheduled kill 9N T 0346 - .. . 8 . ST o
070039 231 Found death on study /9032 . .0875 . ) 56 no -
070052 255 ‘Unscheduled kill - LB8T1 - Jok02 . T 55 B .
070001 . 261 Unscheduled kill - . - 8710 L0428 - -8 54 %) e
' 070038 266 Unscheduled kill . 8548 - ,0“7 AT & 53 - T 0
070040 268 Unscheduled kill . 8387 - 047 1 W0 52 “mo .
070036 281 Unscheduled kill . 8226 : _,0685 TSN & B 51 - no
070060 297  Unscheduled kitt . ,BO6S - L0502 - 12 50 . no
070007 - .299 Found death on study ~ ,7903- L0587 L T 13 49 - -no t
- 070016 | © 305 Unscheduted kill - T2 L .s0531 R | S . 48 no . P
070056 319 Unscheduled kiltl v 47581 - S L A7 n N
070045 - 339 Unscheduled kill" .~~~ 7419 '~ 0556 - - 16 46 mo
070013 347 unscheduled kitl , 7258 L0567 . W M T 4S L o T
070004 355 Found death on ttudy‘ - S : .18 &b .o .
070051 ‘359 :Unscheduled kitl . B | &3 e )
070053 351 Unschéduted kill " -- 20 - k2, yes. :
070059 - 364 Unscheduled kill s T ‘
070062 366 Unscheduleéd kitl . 22 T &0 no
070019 380 uUnscheduled kill - = 39 . o =
070028 - 382 ‘Unscheduled kill v 2 338 . ™
070050 387 Unscheduled kill - 25 37
070061 .- 389 Found death on study 26 - 36 yes. )
070027 © - 396 Uunscheduled kill i G .35 . yes -
070042 400 Unscheduled kill - 2B - 34 yes N ‘
070037 409 ‘Unscheduted kill - ;) 3. .
070017 413 Unscheduled kitl 30 . 32 no
070026 417 AUnscheduted kill -3 ;31 m -
- 070003 ‘420 ‘unscheduled kill 32 * 30 - yes
. 070022 . 421 Unscheduled kitl -1 3 28 e
" 070015 424 - Unscheduled kill 28 n .
070011 . 4356 Unscheduled kill 2T . .yes
070012 443 Unscheduled kill 26 . yes
- 070047 450 Unscheduted kill -5 o .
070054 452 uUnscheduled kit} 2% .o
070010 456 Found death on study S e T
070033 %462 Found death on study 22 yes . ’
070046 . 468 Unscheduled kill. 2% yos
070040 472 Unscheduled kitl - 720 w0 .
070055 . 477 found death on study Lt .19 yes )
070031 . | 483 Found death on study -, 2903 4 18 -mo
0670032 506 Unscheduled kil 42762 AT T yes
070043 . 508 Unscheduled kill ,2581 . 16 mn -
070034 513 Unscheduled kitl . - 2419 .15 - yes -
070025. 521 Unscheduled kill - 2258 L% yes
070020 © 533 Unscheduled kitl S 42097 13 7. yes
070030 538 . Found death on study . 1935 <1 T
070009 541 Unscheduled klll A M. yes
-Q70002 - 54T Scheduled kill S » 10 °  yes -
070005 547 -Scheduled kill’ i e N 4 \ yes
070006 - 547 ‘Scheduled kill oL - 8 -yes -
070014 - 7548 Scheduled kill T . B 4 yes
070018 - 548 Scheduled kitll . -3 o
070021 $48 Scheduled kill - S R . ) i
070023 549 Scheduled kitl: . ° i 4T yes -
070024 .. . 549 ‘Scheduled kill | ™. ‘3 7 om0 e
- 070041 $49 Scheduled kill . - L e
070048 . 550 Scheduled kill .9 -no
070057 . - 550 Schadulcd kill } . - 0 yes ~
i . . bR e e -
Number of Cases: 62_ (:cnsorod. 1" ( 17 76!) Evu@c 51 e .
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Appendix Al (contirued). Survival Anslysis = -
Survival Analysis for DEATHDAY Days to Duth_ :

- Factor GROUP = High CTP2- - ] . , .
10 Time  Status ~ © Cumulative Standard Cumulative Humber. Microsc. L
© survival Error " Events' Remaining Tumor . -“-"'-'-’-'f'—-; .
080002 72 Found death on study 9836 . 0163 1 &0 no ’
-080014 114 Unscheduled kilt - SR Y - S 0228‘ .2 .59 no
080001 119 Unscheduled kill . 9508 ,0277 3 58 no
080051 171 Unscheduled kilt . =~ -~ . & S7- no
080062 - = 171 Unscheduled kill ,9180 0351 - . 56 n .
" 080033 192 Unscheduled kill - 9016 L0381 6 - 55 no
080049 193 Ffound death on study = 8852 . 0408 . 54 no
080012 . 198 Found death on study ,8689 - 0432 8. - 53 yeos -
- 080016 2% Unscheduled kill . 8525 - ,0454 9 ‘52 ™o .
080004 . 220 ' unscheduled kill o L8361 L0474 k[ I 51 T no
080011 224 Unscheduled kill ER ) L/ S 0492 1 .50 ° no
: 080018 227 ‘Unscheduled kill * ' - ,8033 - 0509 12 49 n -
< 080022 238 Found.death on study - - T 3 - 48 no
- 080052 ~238 found death on study LI705 . - ,0538 . i AT ‘yes
080036 239 Unscheduled kill 7541 .~ 0551 15 - 46 o’
- " 0B0003 243 Unscheduted kill S 3T 40563 ) 16 -, 45 - omw
N.O. . 0BOD13  : 251 Found death on study - ,7213 .. 0574 . 17 . 4 ' no.-
.. DBOOS4 - - 260 Found death on study 7049 S L0584 18 &3, -no
080032 261 Unscheduled kill - . 6885 ©oL,0593 - _ 19 42 no -
~ 0800S7 267 ‘Unscheduled kitl 6721 o 40800 - 20 = &1 - e
/080010 + 269 Scheduled kill e Lo R0 40. no
‘080019 269 Scheduled kill - /' e T e 20 30 o
080025 . 269 Scheduled kill . e e 20 38 no
- 080040 " 269 - Scheduled kill = R T 20 37 ‘yes
‘080041 269 Scheduled kill = : o B Y- .
080043 269 Scheduted kitl Co Y - .35 no
080045 = 269 Scheduled kitl o e e 20T 38 yes
080050 . = 269 Scheduled kill . C Lo 20 33 - o
080053 - 269 Scheduled kill . e Sl 20 . + ] ‘no
080056 269 - Scheduled kill | o e e T 20, L T3 n . , -
080042 274 Found death on study . 6504 . -2 BN 30 no -
. 080005 (274 Scheduled kill o s 21 29 n -
080007 274 sScheduled kitl . =~ ¢ L 3 28. " m
080008 - 274 Scheduled kill - : - oo 2% 27 yes:
080009 274 Scheduled kill . - R e 20 - 26 . yes B
080015 - 274 ‘Scheduled kill - | e T+ I 25 yes 4
080017 274 Scheduled kitl - B T 3 '
080020 274 Scheduted kitt = > . /. .- .0 ooy o 2% ™o
. 080021 274 ‘Scheduled kitl - - R RT3 PR 7 § yes .
080023 274 “Scheduled kitt L e e 2 21 AR - T
"0B0024 - 274 Scheduled kilt . . 7. A . e 20 . n
080026 274, Scheduled kill -~ ° R Sl 21 - 19 “yes ' T
_ 080027 274 ‘Scheduled kitl : e - 2t . 18 3 T )
080028 276 Scheduled kitl B DTS 3 BERPA | “ne
080029 274 scheduled kitt - - L. T oo T yes :
080030 274 Scheduled kitl . e T . R4 15 o ’
080031 . 274 ‘Scheduled kill - B 21 % - )
080034 . 274 Scheduled kill S A T ey 13 T no N
' 080035 .. 2Th Schedulted kitl S P L -2% 7 12 | yes
080037 - 274 -Scheduled kill o 4 kh yes - -
080038 274 Scheduled kitt . o . 2% 10 yes
080039 276 Scheduled kill -~ . - . - o o Ry ¢ .m0
080044 27 Scheduled kill - - I . 21 8 7 yes . R
080046 274 Scheduled kitl - oo . 28 7 L
080047 - 274 Scheduled kitl = = s - 2t ) . yas =
080048 274 Scheduled kitt =~ . o o T o2t S . yes -
080055 274 Scheduled kitt | - Comn el I3 | & yes W
080058 274  Scheduted kitl : S .21 .3 no
080059 . - 274 Scheduled kittl. .. - ERR S SR 3 R ] yes
080060 274 Scheduled kitl = = .o o0 4] 1 . yes
080061 274 Scheduled kitl - - S 1 0 yes
Number of Cases: 61 ;onfond:r,w _‘(-65,57%) _ Events: 21
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Appendix Al (continued) mfvw-l mlylis
Survival Analysis for DEATHDAY Days to Death i
Factor GROUP = Negat.Cont. A
1D Time Status Cumulative Standard Cumulative - Number “Microsc.
' T Survival Error Events Remaining  Tumor . .~uzs- -
- ., . - P3 /
090020~ = - 7 Found death on study » 9839 ,0160 1 . 61 nb
090044 | 38 Found death on study £ 9677 » 0224 2 60 no
090009 . - 120 Unscheduled kill “ +9516 ,0273 3 59 no
090033 126 Unscheduled kill , 93585 . ,0312 4 58 .. no
090014 135 Unscheduled kill . ,9194 10346 -5 57  no
090001 151 Found death on study » 9032 : +0375 6 . 56 no
090004 ) 179 Unscheduled kill 8871 0402 7 55 no
080047 245 Unscheduled kill . 8710 " .,0426 - 8 54 no
090058 295 Unscheduled kill ', 8548 40447 ) -9 ) 53 no
090010 370 Unscheduled kill - . ,8387 #0467 10 52 no’
090059 428 Unscheduled kill ,8226 . ,0485 11 51 ~-ho
090045 429 TFound death on study . +8065 0502 12 S0 ' no
090050 452 Unscheduled kill . 41803 o .0511 - 13 49 . no
090048 458 Scheduled kill . 13 48 ! no
090018 < 467" Found death on study - 7739 0832 - . 14 47 ‘no i
090007 - 478 Unscheduled kill.. S 784 T «0545 . - 15 - 46 - no
090049 ‘479 Unscheduled kill 7409 .2 0558 . 16 ’ 45  no
S 080053 498 .Unscheduled kill 07245 +0569 - - %17 44 no
090043 499 Unscheduled kill . ’ s BT 1 - A 43 no
090052 ' 499 Unscheduled kill ) 6915 +0588 ° 9 - 42 " no
090023 505 Unscheduled kill e 6751 ) » 0598 S200 - > " no
090055 508 Unséheduled kill =~ 6586 »060S ’ 21 ' 460 . no
090003 515 ‘Unscheduled kill S B . . - ‘22 .. 38 " no
080035 : 515 found death on study . +6257 , 0618 ’ - 23 ¢ ’ 38 no
090024 . 518 Found death on study 6092 - - ,0623 ° C24 E 37 . no .
090026 523 Ffound death on study - . ,5927 +0628 .- 28 : 36 ° no - : =
-090015 - 825 Found cdeath on study . : 26 - 3% no -
090029 " 525 Found death on study ; T ‘21 3% ‘no
080057 . 525 Unscheduled Kill - , 5433 . . ,0637 - - .. .28 33 “no
090002 546 Scheduled kill L coant T 28 732 . no
090005 5§46 Scheduled kill - - L 8 M- ) | no
080040 546 Scheduled kill ' . o © 28 30 . no
080054 - 546 _Scheduled kill N .o 2B 2% -  no
090060 " 546 Scheduled kill ) ’ o S : "29 ) 28 no
© 090006 547 Scheduled kill L s : 28 T 2% ' no
090008 547 Scheduled kill . T ’ 28 i 26 no
‘080011 ° 547 Scheduled kill : ' . . . 28 . 25 no
- 090012 " 547 Scheduled kill : : e 28 . 24 . no
© 090013 . 547 ‘Scheduled kill T - R U 28 - 23 ' no
090016 547 Scheduied kill U Lo pa 28 - 2 no
090017 547 Scheduled kill PR - .28 .21 .m0
090019 547 Scheduled kill- oot 28 2¢. no”
e 030021 547 - Scheduled kill T ey e - 28 - A9 . no
: 090022 547 Scheduled kill - o o280 18 0 no -t
090025 548 Scheduled kill » R ; - Tt 28 1?7 ° . no
090027 - 548 Scheduled kill -~ | : o, 28 © 18 - lomo Lo
090028 548 Scheduled kill i S e L 28 . 15 " 'no -
090030 548 Scheduled kill o o : : 28 i 14 ‘no
050031 - 548 Scheduled iill ; : T 28 . 13- " o
090032 . 548 Scheduled kill o - ’ : o 28 ) 12 no
030034 548 Scheduled kill. S oo i 28 i1 no
090036 . 548 Scheduled kill : S .28 - 10 " ne
090037 - 548 Scheduled kill L T .28 ’ 98- no
090038 . 549 Scheduled kil) N S ' R 28 8 no
© 090039 549 Scheduled kill R , e, 28 1 no
090041 549 Scheduled kill : ] . - 6 no
090042 549 Scheduied kill . . S .28 5 no - .
080046 549 Scneduled kili .- . ' 28 .4 " no
. -090051 549 Scheduled kill N e . ST 28 © 3 no
i 090056 * 549 Scheduled kill = - : e 28 2- ‘no
090061 - 549 Scheduled kill o 2 1 no
090062 549 Scheduled kill R ) PN .t 28 0 no
‘Number of Cases: 6Z Censored: 34 { 54,84%) ,:quﬁts;uzp, e
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Appendix A1 (continu.d)- Survivnl Anulytis
Survival Anllysis for DEATHDAY Days to Dnth
Factor GROUP - I.cwcx CTP1. ] ] . : " . o o A

a7

ﬁumbe: ‘of Cases: 62 - ‘Censqrod':."

i Time Status = . - ‘Cumulative Standard Cumulative Nunbu mcrosc.'

) A = . -~ . .. Survival . Error. ' Events Rema.lninq Tumor It toer ol
. - . L . - B 4

100054 51 Unscheduled kill | " .. ;9839 . 0160 1 . . 61 no ’

100028 © 65 Found death on study. /9677 . . ,0224 . 2 60 no

100038 ° . 177 Unscheduled .kill- . +9816 0273 S8 89 ¢

.100053 " 219 Usscheduled kill . , 9355 ,0312 4 "7 88 ‘ne " .
100007 . 249 <Unscheduled kill = " . ,9194 - _ ,0346 5 -3 B "
100039 .~ -269 Unscheduled kill ~ ~ .~ - ,8032 - . ,0375 6 ‘56 . no - - :

. 100033 " 378 Unscheduled kill . . .887 ,0402 - - 1 58 no.

- 100018 . 400 .Unscheduled kill " .8710 , 0426 - -,8 .. ""54 ‘no .
100034 .- ° 415 Unscheduled kill . . ", 8548 £0447. ) . . 9 - 53 no -
100044 . 443 Found death on study .. . - ) L RIEi g0 82 mo .
100046 - 443 Unséheduled kill: © w8226 ,0485 . Il 81 o -
100050 445 "Unscheduled kill® = ,8065 L0502 L1z .. 50 "m0 .
100012  ° 455 ‘Unscheduled kiXl. - .- ;7903 .,0517° . - 13 . . 49. me
100016 478 Unscheduled kill ~ - L7742 L0531 0 14 .. 48 mo .
100023 - 487 Unscheduled ‘kill Tt L. 7581 ©.,0544 . 15 . T 47 po
100009 . 491 ' Unscheduled kill = - . ,7419 . ,05586 . 16 . 46 no
100010 501 Unscheduled i1l ..«7258 - ,0567 - - 2TE T e85 L ine
100022 ! 514 Found death on study y1097 . . ,0576 St - 4%. no
100008 525 "Unscheduled kill ... ,6935 . 0585 B & AN 43 no

300021 - ¢ 527 .Unscheduled kill =~ .. ,6774 #0594 . . . 20 " 742 o
100003 . ' . 532 .Found death on study . 6613 J,0601 L .0 21 YT 431 . .no
100030 535 . Found death on study . ,6452  ,0608° . 22 - 40 .no .
100031 | 541 Unscheduled kill. .. .- . ,6290 © +,0613 L2380 . 38 ,no

. 100002° .~ 542 Unscheduled kill . .6129 . -,0619. . - . 2¢ . 38

-100041 . 546 _Found death on study » 5968 - 0623 28 . 237 "o
100005 ‘546 Scheduled kill . o - .28 7 " 36 no
100017 546 Scheduled kill ’ - ’ : ) . i
100053 546 Scheduled kill W~ - .. .

100052 _ 546 Scheduled kill -~ .. Lt

"100001 - 547 Scheduled kill. ’ -

7100004 . . 547 Scheduled kill
100006 547 Scheduled kill
100011 " 547, Scheduled kill

1100013 . 547 Scheduled kill
100014 ' 547 Scheduled kill:

100015 ' -+ 547 Scheduled kill
100019 . 547 ‘Scheduled kill
100020 . 547 Scheduled k:ll

100024 547 Scheduled kill -

100025 -. 548 Scheduled kill", - . - .17,

100026 = - "548 Scheduled kil -

100027 548 Scheduled kill ‘' .- e
100029 548 Scheduled kil) e
100032 ° . 548 Scheduled kil - . 5k
100035 548 Scheduled kill o
.1000636 .. 548 Scheduled 'kill .~ .
100037 | 548 Scheduled kill

160040 548 _ Scheduled kill

100042 : 548 Scheduled kill

100043 545 Scheduled kill -~ .- -
100045 - | 549 Scheduled kill™". .;
100087 . 549 Scheduled ¥{ll .
100048 549 Scheduled kil} -

100049 549 Scheduled kill

100055 - 549 Scheduled kill

100056 . 549 Scheduled kill

100057 549 Scheduled kill '

100058 549 Scheduled. kill

1060059 . -549 Scheduled kill

100060 549 'Scheduled kill”

100061 549 . Scheduled kill ~ - .
100062 © 549 Scheduled kill & -~ .7 o]
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Appendlx M (contimnd) Survival Amlyﬁs :
Survival Analysis for DEATHDAY Days to Death i . . ’ ‘

Factor GROUP = Lowest CTP2

1D " Time Status . . .+ Cumulative Standard Cumulative Number Microsc.
. . . Survival Error. . Events  Remaining Tumor  ~iz=-:
. . B M ’ T e ’

110004 - 165 Unscheduled kill ,9833 . ,0160 1 61 no

110029 = 224 Found death on study 29677 - 40224 2 60 no

110033 - 282 Unscheduled kill .9516 . 0273 3 59 no -

110018 . ° 296 Unscheduled kill + 9355 . ,0312 a4 58 no

110030 - 329 Unscheduled kill © 9194 ,0346 3 57 no

110014 373 Found death on study - 9032 .+ #0375 & +56.  no

110042 " 427 Found death on study . - oo 7 55 no

/110059 ..~ 427 Unscheduled kill" S ,8710 . ,0426 s 8 54 - no
110011 - - 443 Unscheduled kil} . - . ,8548 . L0447 9 . 53 no
110055 - 445 Unscheduled kild - . ,8387 s 0467 o 10 52 no
110053 ' ‘450 Unscheduled kill ~ '~ ,8226: #0485 1 - 51" .no

110002 - 451 Unscheduled kill : .8065 - -~ ,0502. - 1z 56 no
110044 . 459 Found death on study. - ,7903 »0517. 13- 49 no
110037 - 462 Unscheduled kill -~ 47142, 0 ,0831 . 14 © 48 . no N

.110027 473 4nscheduled kill © T, 7581 - .0544 . 7 15 . 47 no’
110040 492 Unscheduled kill . «7418 . /0556 16 - 46 no
110007 497 Unscheduled kill 7258 ' ,0567 .. 17 - . 45 no
110009 - . 514 Unscheduled kill T .1097 ,0576 . s1e 4 1o
110057 +518 Unscheduled kill - .,6935  ,0885 '° 19 43 no
110001 526 Unscheduled kill T L6776 . /0594 ‘20 v, ' 42  no.
110043 527 .-Unscheduled 'kill L R o o.o.o21 41 no
110047 . 527 _Unscheduled kill . 6452 ", 0608 22 40 fo
110060 $29 Unscheduled kill ..+ 62890- ,0613 . 23 - 39 .no
110062 = - 530 Found death on study F6129 ., 0618 124 : 38 no
1106056 .541 ' Found death on study 5968 -, 0623 25. 37 no
110003 . 546 Scheduled kill - L : : 25 . 3¢ no

7110016 - - 546 Scheduled kill | . . A .25 7 35 no
110032 . - 546 Scheduled kili -~ = .7 ¢ : - . 25, - . 34, no
110036 -546 . Scheduled ki) . . - . oo T - 25 . 33 yes
110054 " 546 Scheduled kill . - - N . ; 2% - .32 nec
110005, 547 Scheduled kill T e .25 - 31 no
110006 547 Scheduled kill : - . L S 25 .30 no
110008 . ..547 Scheduled ki1l -~ = . - R - - 25 28 no
110010 647 Scheduled kill = - ° ' ' oo 25" 28 no
110012 547 Scheduled kill o s et - 25, 127 no
110013 © 547" Scheduled kill b R . . .25 26 no’
110015 . . 547 Scheduled kill - . .o (25 25 no
110017 547 Scheduled kill: . o - - 25 . 24 nro
110019 547 ‘Scheduled kill - - B 257 - 23 " no. -
116021 547 Scheduled kill S .25 - 22 “‘no
110022 548 .Scheduled kill- . . . cor2s. .21 . no
110023 548 Scheduied ki1 = -, . - 0T 0 L0260 - 20 me 7
110024 . 548 Scheduled kill . " Do .25 13 no
110025 548 Scheduled kil =~ . . . - ‘ i " 18 no -

+ 110026 . 548 - Scheduled kill C . o 28 LT 19 mo
110028 548 .Scheduled kill . 7. S - 25 .16 :mno
110030 ° - 548  Scheduled kill T o 25 - 15 no
110031 _ 548 Scheduled kill - o ) LT 28 14 . no
110034 " .548 'Scheduled kill . - C C 25 ° 213 . no
110035 ' 548 Scheduled kill. .= . . . - - . 28 ¢ "12 . mo
110038 549 Scheduled kill . - . T .28 11  no
110039 549 Scheduled kill. Lo o .. 25 < 10 7o
110041 549 Scheduled kill .. . .t T 25 : 3 !'no
110045 549 Scheduled kill .- . . B 25 '8 no
110046 - 549 Scheduled kill - ' ) : - 28 7 “no
110048 . 549 Scheduled kill o _ . TTo2s -6 .no
‘110049 ° 549 Scheduled kill o o L .25 5 mo
110050 549 -Scheduled kill e . ‘ 25 .4 7o
110051 549 Scheduled kill~ T S 25 . 32 no
110052 . 549 Scheduled- kill - ST . - 25 c 2 mo .
110058 - 549 Scheduled kill -~ i i o - 25 1 no ‘
110061 .-  5¢9 ‘Scheduled kill . .~ o : - . 25 0 T

Number of Cases: 62 - Censored: 37 . { 59,68%) Events: 25
NN 1 - e
~ - ~ @
' <
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appu\dix At (contfnnd)- s\.u'vivai mlysis _
Survival Analysis for DEATHDAY Days to Death

~ "

Factor GROUP = Lower CTP2 - “ ’ . i : . . : - ‘

! 1D Time Status : Cumulative Standard dmulative ‘Number ‘Hs.crosc. S
. o B © 'Survival ' Error Events Remaining. Tumor ' R
. .. . B - . - £
120029 120 'Unscheduled kill .,9833 - ,0160 1 61. no
120010 126 Found death on study - 9677 « 0224 2 60 “no : -
120048 228 - Unscheduled kill - ~ L ' 3 %9 7 no -
120061 - 228 . Unscheduled kill #9355 (0312 i _ 58 no -
120001 245 -Unscheduled kill ~ _~ ,9194 . +0348 5" ‘57 ' no
120021 255 Unscheduled kill . »9032 ~ °  ,0375 . 6 {56 ‘no. .
- . 120009 261 Found death on study 8871 »0402 7 . 85 T no
120004 262 Unscheduled kill . © L .8710 , ¢ 0426 8 54 Do
‘120047 - | 290 Unscheduled kill .. = - ,8548 S 0447 k) 83 no
120058 .. 312: Unscheduled kill °.::.. 8387 ° ,0467 -no
} 120037 381 Unscheduled kill . 8226 , 0485 no
¢« ~120036 . 385 Unscheduled kil -, ,8065 ,0502" . ne
. 120059 408 Unscheduled xill ST #7903 20817 ‘RO
120013 . 428 Found death on study. ' ,7742 .. .,0831 - no .
120051 -440  Found death on study . ,7581 0544 . . “.no -
120053 | - 441 Unscheduled kill T L7419 ", 0556
o 120023 | 466 Unscheduled kill. S )
“ 120062 466 Found death on study, T .7097 , 0576
120056 - 469 Unscheduled kill . .6835 . ' ,0885 -
120060 . 471 Unscheduled kill: '~ '',677¢4 - ,0594
- 120045 483 Unscheduled ¥iil © T 6613 L0601 :
120006 490 Unscheduled kill . - » 6452 /0608
120026 . - 494 .Unscheduled ki}ll . .6290 L0613 °
120040 7 497 Unscheduled kill . - ,6128 ‘. ,0619
120055 *.501 Unscheduled kill - ;ﬂ 5968 ,0623
120052 502 Unscheduled kiil #5806 . ,0627
120050 e 504 Found death on study ' . ,5645 » 0630
120041 | | 524 Founa death on study 5484 . 0632
120043 ‘535 Unscheduled %ill.’ . .  ,5323 - . +0634
/120039 $38 Found death on. study . 5161 . 0635
- 1200587 544 Found death on study ) ;5000 - ,0635 .
120002 546 ° Scheduled ki1l , - . S L
120003 = © 546 Scheduled kill ST i ;
. 120008 566 Scheduled kil1 =~ U
120018 546  Scheduled %ill - -
© 120022 546 Scheduled kill
© 120007 547 Scheduled kill ’ .
120008 - 547 Scheduled ¥Kill - R o :
120011 ., 547 ‘Scheduled kili . - . . :
120012 - = 547 Scheduled kill. S S T
. © . 120014.. 547 Scheduled kill .
: 120015- 547 Scheculed kill - LT .
120016 " 547 Scheduled kill T ..l T 0 T oLy
120017 . ‘547 Scheduled i1} . .- R
120019 547 Scheduled kill
120020 547 Scheduled kilil SR R
120024  ~ 548 Scheduled xill .
. 120025 548 Schedulid "kill B . o
120027 548 -Scheduled kill . = = R
120028 548 .Scheduled kill . i ¢ S
1120030 548 - Scheduled ki1l - -~ . .7 . .
120031  ~ 548 -Scheduled kill - - -, ..
120032 548 Scheduled kill =0 7 N
120033 . 54B Scheduled kill . -
120034 . 548 Scleduled kil 7 .-
120038 549 Scheduled kill .~ - -
120038 549 Schaduled kill . el T
120042 549 Scheduled ki}l > -
120044 549 Scheduled k&l . T i o o -
120046 . 549 Scheduled ki1l o - "7 ¢
120049 545 Scheduled kill i

120054 549 Scheduled kill. ' . .

. Number of Cases: 62 4 Sb'bbﬁ rf:vcm'.s- 31
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Appendix A2z Sunrival Analylis with Macro.copic Onaet of Tumours o e

Survival Analysis fox TUHORDAY Day of Tumor .
ID Time status " Cumulative Standard Cumulative Number
: o o+ 8Survival . Brror ‘Events’ ‘Remaining ) :
- S . e IR oo A
60 . e L
59
58
87 -
56.
. 5%
- 54
53 L p
.52 T R
51 .
50 o
L
47 0 .. : . S
46 0 T
45 T i
43 -
T.42 R PR
S R A TN TP
e L .
37 :
36 . .
‘35 o ' . S~
34 : . D
33
32 .
3
'_A30 .
29 .
28 :
.27 o
26 . .
25
.24
23 S
<
}':'_ 19"-',v L.
MR X -
16
B ¥ )
I ¢ ]

010008 11 . no
010052 45 wmo
010038. . ° 204 no
- 010023 - 254 no L,
1010018 .° . 291 1o " o

010031 364 -no - . T ,
010044 365 npo : L e
010015 - -~ 401 no : S e
010037 “'435  no.

) 010005 . 77 439 no . . |

. 010062 . 449" po o T e e
010047 466 no T T T D oAn i
010009 472 - no o o %
010029 " 479 npo . .. B A T
010022 '~ 483 no-. v T e . .

. 010016 484 gno . . B T
010046 - 492 @m0 T oo o
010061 ‘803 - no . . S .

010032 - 512 .yes <~ -~ .,97713 . ,0225
..+ 010026 . 514 nmo .. S5 T e e
’ 010035 . 515  po - N S
010059 . 515, mo. . ot T B
010011 . - 517 no . .o ’ .- S
010030 . 532 no -
010024 ’ 543 -.no . B L
010049 ' . 545 mo . RS
ci0001 546 wno . . | = L
010002 546 po :
010003 546 no ) . O
© 010004 .. 547 mo - . U
-. 010006 - - 547. no PN B - S
.010007 T o581 moT~ 0 T T . o
010010 - - 547 o,
010012 . - 547 no-
010013 547 no N A : ,
010014 . 547 w0 . " = v ST e gt e
010017 $47--mno: - R
) 010019 , 547 no_ .

N - 010020 548 ' no S - A
010021 . 548 “no. . e T e e
£10025 ° . 548 oo - - L. - T AR -
010027 - 548 @me . 7L - S
¢iooze 548 npo . T - Ll R
010033 . 548 no T e IO
010034 7 348. no . . T e e
010036 548
©£10038 549
010040 549
010041 . 549
010042 549
010043 549
010045 549
010048 - . 549

010050 . 549
010051 549
010053 - 549

. 010054 549

010055 550
010056 550 .
010057 550
010058 550"
010060 3-5507-

-

g
2

e

&

Wi o BB B B B R M S e e e b R e D B R e e e OB 00 0000000600600

b e b e

"y,

b1

: ,d»"‘Ni&hv-d'.G,ﬁl‘wln'

b e b Kb b et

13

)

Nuroer of Cases: 62 i Cenao:ed‘ _ l 9a,39n : E\'mm‘.s' -1‘ '

\

Survival 'l'ime -

Mean: - 549,‘
(Limited to = 550 ) - -
Median: P
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_Appendix A2 (continued): Survival An-lyzis with Macropcopic Onset of Tunours s ‘yn”,f_,ffig,'
Survival Analysis fer TJﬁbR_.Y Day of Tumor - - - :
1D . Time Status Cunulative Standard ~ Cumulative _ Number
: " Survival  Error Events ' Remaining -
020050 184 yes . . ., 9839 T ,0160 1 61 A
020021 198  yes : L 2 60 ’
020045 198  vyes 3 59 -
020054 198  yes . o 4 58
020056 198 . vyes . - 49194 . 10346 -5 , 57
" 020001 205 yes : : 6 - ‘886 -
020008 205 yes 7. -
0200627 205 yes N : -7 IR
020028 205 - yes . 9 . 53, - -
020029 : ‘205  yes - 10° C B2 e
020037 205 - yes AR 11 51 .
' 020061 205 yes | - ,B065 " " L0502 12 50
020057 - 219  yes - ,7903 . ., 0517 13 49
020020 ’ 284 - yes, - . T 14 BT |- I S
020031 . 254 vyes o R S -3 - 87 ER
020053 254  vyes . C.T7419 . /0556 T 18 T 46 -
020612 T 261 yes S .~ .- ar 45
» 020062 261 yes" i ;7097 . -,0576 . 18 BT AR
-020014 261 - no ol e 43 - =
A 020033 - 268 yes - 693z - 0586 -18° N
T 020002 } 289 vyes. R, . : T 20 ’
020010 . 288 yes . _ ~ _ ,6602 - D603 - 4 21
020005 - - ' 296 vyes L P 22
020006 - 296 yes S 23
020013 296  ves I o . T 24
. 020036 . 296  yes T ,8941 . . . ,0627. 25 _
020049 303 " yes .- .5776 -~ .,0631 T 26
020043 310 yes T .5611 - +DE3 27
020022 . 317 yes : A , - 28
020025 317 yes o : - 29
0200 - 317  vyes ’ © +5116 © . ,0639 . -1
020053 . 322 no ; IR - 30 -
. 020007 324 yes o : -
020015 32¢  yes : . .32
020041 - 324 -yes . s S e e 33
020052 - 324 " yes . 24434 7 L0638 T3¢,
0200605 331 yes : L : ‘35
02060z4 331 yes T 43093 © 0632 - . 36
020036 345  yes . 3822, - 40629 3T
0206:7 © . 359 " .yes » 3752 7, ;0625 S 38 -
620045 366 yes . 3581 - .,0619 38
020047 . 373 . yes ) C oo IR
020060 373 yes 3240 © ., 0805 -
020011 380 -~ yes R . T a
020036 380  yes . +2899 -, 0588.
020535 387 yes - . #2729 . 0577
020058 . 401 yes - 2558 - . 0566 .
020C46 408  yes .. .Z2388 , 0553
020085 415 . no : :
020019 443 yes £2204° -~ - ,0540 .
020035 - 45C .yes S . -,
020048 450  yes BUURRPE §: % ¥ , 0500 \
020034 . 465 no S . o
1020042 . . 498 | ves | .1€33 - . 0482
020018 520  yes ST J1428 0 L0473
020632 . . 521 - yes -7 yi224 : ,0445
02002¢ - <541 yes " ,1020 ., 0418
020003 ' ° 546 - ‘no ‘ : ’
020009 546 .no S B
020014 547 no . T T,
020023 548 no - . el -

020044 549  no T

~ Numberx of Ca:es:, 62 ’ Cenaored _9 _‘.M( ic Sﬁil

-

" Survival Time Standard 'En:or 958 COnfidonce Intum.\

Mean: - 343 s T us;
{Limited to - 549 ) g T e T o .
¥essn: -7 IR A SO A ‘:303; .
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Appendix A2 (continued)- Survival Analynis with Macroscopic Onset of Tunou.u

Survival Analycil fot TUMORDRY Day of 'I'umor

.

.ID Time
Q30039 248
7 030050 312
. 030025 317
030033 319
© 030053 339,
030003 345
030046 373
© 030045 . 381
030035 394
030043 . 398
-, 030056 . 409 .7
" 030009 . 414
' 030047 Q4
030057
. 030005 - . 415
: 030001 416
. 030004, 416
030061
030013 438
030021 . 140
030034 441
036007 442
030062 452
1030020 461
030024 T 470
030026 484
030017 491
030040 1496
"030060 497
030055 505
030030 :
030051 528
030002 534
030057, 535 .
030006 516 -
030008 546
030010
030011 547
030012 547
030014 547
' 030015 - | 587
0300616 547
030018
030019 548
- 030022,
030023 -7 548
030027 - 548
030028 " 548
- 030029 - 548
030031 548
- 030032 549,
" 030036 . :549
030036 549
° 030041 549
030042
030043 » 549
030044 . 549
030048 549
030052 - $50 .
030054 . . 850
230058
030059
‘Number of Cases:
Survival
Mean: " 54
{Limited to

Mecdian:

PIYERE

statqs ]

424 ‘mo

s28.

547 .

546

548

549'f.

- 580 n
550 " ni

6z

Time
7
550 Vv -

' "Stln.dafrd\';i'}éggr

" Cumulative
-Survival

" Censored: £

Stand_a:d
Error

© ;0183

]

Cumulati
Evcs:ts

<§5! Conﬁdence Int.rval

* Number
Remaining

ve

- (.31
" 60

. -89

- 58

.56
- 88
54

83

52

50
49
48

To- 48
Lol 42

- 39

57

B

_17 -
53_ .
"

Y S
S R

.

E -".’:Z‘:’";" e
e 14
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‘Appcndix A2 (continuedl. Surv!val Analysia vith Mactoacopic Onset of Tumoux:; Y * . .
Survivnl Annlysis for TUMORDAY Day of Tumor '

ID . Time Status ' Cumulative Standard Cumulative Number

. Survival Error Events Remaining ,
% 040040 S 172 no 0 - 61 e
. 040032 . 225 no o .60 - Ve T
040017 © 228  no : . . 0 59 S et
© 040044 .. 232 npo T ' 0 58
,, 040060 " . " 234" no _ ‘ S . .0 57
- 040046 - T 240  yes L. ,9825 -~ L0174 . 56
T ...040058 © 261 no o S 1 55
L D40036 . - 269, no o . 1 .54
040052 - . ' 282 yes .9643 . ,0248 w2 53 . .
040037 - . 317 no S R, z 52 .
.- 040008 ‘340 no . - T T T4 2 5, -
PoTsnlT 040047 2T 346 .mo ' ' - 2 50 -~
- - . 040039 . 395" pno - .2 49 )
‘040050 - - 385  no 2 -
o 040020 . .39 .. noo 2 4T e
..040016 . 400 no 2 46 -
1040028 -, 406 ' mno 3 45 _
040006 ‘420 * no - .2 4“. -
Ut 040023 . 421 qo 2 43
W s - Des043. - 422 no - 2 42
TV 040000 " 453 no - - 2 41
040014 . . . 457 no . o R 2 40,
040059 - . - 463 no - . L oo~ C 2 .39
~$40009 .- 469 - no - T ' 2 38 L. . :
© 040049 ° 473 no -2 37; k T -
040027 ‘487  no Lz <36 L , ' .
. 040003 . 430 no. . z s . -
040022 . 497 ‘po " ‘ : - 3 '
040041 500 neo N o L z 33
) 040007 - . 512 no o j z - T3z,
SR 040025 - . . 518 no 2 i3 N
040057 - . {520 ' no - 2 30 - ..
.. 04002 - - 535 - no - S T 29 - =
040054 ' | 538 no L 2 26 oo
.. 040048 T 541 .po B 2 - 27 !
040031 ~ " 545 no . : ' T ) 2 26 R
< 040001 | "' 546 no- SRR T p 25 :
| 040002 - . 546 no . - Z- 24
040004 546 ‘no - . - 2 W 23
940005 . . 547 no | - - sy z2 4 22 ‘
940012 70 Do : - ' . 21
i no . o 2 .. 20, 3
no. A : h 2 19 o
RO LT T2 8 o
no - : L2 B & A
. no. 2 S A%
( L 8 _no . -2 5 ST SR
-~ 040026 . 548 . no g S 2 14 7 e D
Tetc 040029 | 548 no . . 2 13-
040030 © - 7 -548. no : . ’ S 2 12 .
040033 " . -588 po .- . 7 .- 2. 11
- 040034 " .. 549 pos - - i 2. J10
040035 549 g - - N g
- 640038 - 54% N . T 8.
- 5040042 77 549 2 T
~ ‘Dg00A5 - . 549 ) 2 € )
040051 sde A . oz 5 . -
Ciee - 640088k - T 549 ~ 2 -4 t ;
- 640055 - . 550 . 3 .3
e . 040056 . .."S50 - “ 2 T2
: mooer-‘- . .. 550 P2, R
osoo_qz ERR -1 "2 - 0 -

N -.&¢

Nuubet of Cans. e t 96, 'nu Evem:s' 2

Cén.sor'cdf:,' ' 60 :

‘Survival nm{ ) Standard Exrror 958 Conﬁdence mte:vu

Mean:i . s g 526. R TV
{Limited to 8§50 ) T T . S
ﬁedjlq:_,., .. :
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Survival Analysis' for TUMORDAY Day of Tumor .
. R - B ’

LID | Time Status *~ - Cumulative = Standard Cumulative  Number - -
o D - Survival - . Error . © Events  Remaining :

61 . ) T
60 o
. -89
58
87
56 - .-
55 .
54 "
53 RO
.52 :
.5Y
50
48
- 48
47 .
6 - - LT
-45 « -~ - e —_—
. @ L . N

212 yes <. ,9839 C o ,0160
214 no . C .
. 219 . mo -
. 241 no . o .
e 247 no AR - B
050022 .. 256 .nmo - R
© 050056 - -'256 " mo LT e
-05Q033 ) 261 ne - - . -
050060 Y305 mo . ..
, .. 050029 - - 7 312 w0 .. ¥
S0 050044 340 - no . -

Y k. 222 e
WAV T o . -~ p iy

. 050011 . 346 mo. . . S K
ST TIe50012 0 BT o - ml L e
rie . 050059 368 me T o C
050007 © - 384 no . . - .. . , -
050026 385 o ;. o , Lo
.050009 © - ' 388 - mo .. .., I <
050037 389 ‘po . - y : ,
050038 . 396 mo .., . .
2 050054 402 no .. '
S . - .050017 T . 415 T iyes . i
Ao 050036 . 45 ne | _
LU 050002 .. 416 not L T L
‘050004 .~ ©. 417 - now . RN _
050013 ° . 42 no - o
- 050027 - - 448. .no .- . e oL
. 050032 . 450 . .

§

L9589 o28a- .

DN DSBS b 1t 1 1 11 s bt bt et s et ek s e e (s B e

]
0
)

050024 .. - .. 452 - no- - -
oL DS0041 .- 464 no - .
I °0500%4 T 467 mo’”
050023 - - . 469 . -mo. g
DS0035 " 481 -no .
©-050048 . - 484 nmo ‘
050001 . : 480 . no .
. - 050010 . 494
3 . 050052 T 498
050051 . - 520,
050055., 5257
.7 050020 - . 527 34

050042 - -
e 050046 . " :
.7 050038
050005
*) 850008
T . 050015
, 050019 -
V50016
050018 -
- 050021.°
;- 7050025

F

‘4

Y~ 050080
., 050053
-~ 050057 -
050058
T/ 050062 ° -

- - R ot

Number of clses H

't"&hp-ht'ﬁ'haam¢vba‘naanArh'ub_xa-A'huw'NNNNNhNP;)':N‘NINN

~

g RO
b

'Nc:anz-,' ;
{Limited to -
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Appendix A2 (continued) ‘Survival Analy'is with Macroncopic Onset of Tumou:s

Survival Analy:il for TUMORDAX Day of Tuupt

. XD " Time Status
060058 16 ne
060020 39 no
060004 . 59 no
060062 121 - yes
060017 " 191 - yes
060021 . 205, yes
060023 . 210 no
060032° "229 " no
060005 247 .no
060059 - 247 no .
‘060018 255 no
060025 ' "'255° no -
060036 - - 261 yes
‘060060 - 261 yes .
060014 - 289 yes
060015 . - - 297 no
060013 - . 310 . yes
060061 317 . yes
060052 . 3 yes -
060003 . 336 ' no

' 060041 . 358 nc
060030, 371 nc
- 060029 - 379 - no
060037 ‘380  yes
060035 . 387 yes ’
© 060051 - 387 ne .
060049 - 388 no
060044 388 no
060053 . 406 no
060002 . 4312 no
060012 - T 417 nc
060045 - - 425  yes.
060050 : 443 - yes
- 060048 - 468 no.
. 060047 . 475 1o
060016 . 478 yes
060010 ) 482 no
060029 485 yes
060057 | 490 _no
060009 - 492 yes
060034 . - 502 no
060054 : = - 811 no
060033 : 514 no
060042 536 nc .

" 060006 541 . yes
060027 543 no
0600C1 "546 | ne
060007 v 546 ne
060008 847 no
060011 ~ 547 nc
660019 - - 547 no

- 060022 | © 548 no
060024 548 no
060026 546 noe
060028 548 no
060031 548 - no
060038 © 548 ne
060040 54% noc
060042 . 549 no
060046 550 ' no

© 060055 " 850 e

060056 550  no

) Numbez of Cascs' 62 .
Survival Time

Mean: 483

(Limited to - ' B5C ) -’

Meaiazn: - "

*

. _ Cumulative
Survival

,9831
#9661
9492

,9112
8922

,8728
, 8534
8340

46326
,1912

Censored: ‘145 ‘

4 ' I
Standard Error

_Standard’ -~ Cumulative

Error . = Events
; o .
0
. . ) 0
,0168 - i
-, 0236 2
x5 0286 3
3
. , "3
. . ;.3
3,
3.
3
I ]
»0380 _ S
L0437 . o €.
. . ' ' ‘6
0451 7
70481 8
, ‘ -8
9 -
~ - 9
el g
, 0538 .10
s '056‘ . 13
. K &
. ‘11
: 11
' , . 11
N 11
LT 11
€601 . A2
(0633 . 07 7 13
N T
S -
(0666 T T 1g
-,0698 - . 15
- 1s
40728 . .16
ST e T
IR
.16
16
_ 17
i 17
ek 17
v
\ 1
17
-17
17
17
1
17
3 17
17
17
*17
17

95\ Conf&dance.intn:val

Number -

Remaining

t

61
59

57
56
55
54
53

.52
-51
-’50
4y
48 -
47

46
45
44
43
42
41

40-°
38

38

.37

36
35
34
33

- 32"
“ 31
30’
29

28

27 .

26

25

22
21

20 -
19
18.

17

16

15

13

14

12

s
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Appendix A2 (eontinued) H Survival Analylis with Mncroscopic Onset of 'rumou::
8urvival Analysis for TUMORDAY Day o.f‘rumor : T , sl T
ID Time Status ~ Cumulative  Standard Cumulative ' Number ’ T
L Survival "Error © .Events Remaining - J ST
070035 ... - .10 . né ‘ 0 61 L gL
070008 : 157 ' ‘no ) . : 0 60 coe s 4T
© 070021 . 163  yes #9833 , 0165 1 .- 89 R '
070052 . 170 ves T 49667 T ,0232 27 e 58 . . ! -
- . 070012 205 yes .. o T RT3 . 51T .
- 9070050 . 205 yes . . ,9333- .- ,032z . -4 ~ .56
070058 .7 211 -no. P 4 .- 85
070051 212 .yes . 49164 0 , 0358 5 - .54 ,
070028 .. 213, no .’ R L . ) 53 .-
070044 . 214 _mo - . . T . 5 L
. 070056 . 226 yes . i 4B . 6.
,070038 ¢ .23 po T - - R ) 6 .
. 070002 - 261 yes Tt s A T e R I
070003 = - . 261 yes . - A . 8-
070028 : ..~ , 261 ~ -yes . B T
.'070001 . -7 261 mno- . . - N
070038 7266:." no - - 9
0700604 © . ' g .
A 070640 _
¢ 0700636 .
070032 4
070042 '
070060 .
070007 -
070016 -
070046
070061 ‘
070062 -
076020 - "
070027
. 070034
T 070023 - - -
070041
070045
_ 070013
070011 353 7 yes
070052 359 Cyds
70058 364 . yes
070026 - . 366.. yes-
070025 _ x 373_,» ves
070005 . . 380 . yes ..’
0706016 .- BBO no ;
. 010006 ' - -'3BY,
o 070022 - " 381" ye;
. 070057 " - .3B7: yes
i 070055 - 401 “yes -<
o 070014 | 408
070037 L 409 3
070017 ., T 413
076015 . - 424’
070024 .. 436
070033 - . 4437
070047 ¢ : 450
070054 . - 452 0.,
070010 , - 456 "no.:T
070048 . 45‘7~ . Yes
070089 :
070031 =
070009 -
070043
070030."
070018
Numbe: ‘of Caus- 62
Surviva.\ Time
v Mean: S
{Limited to
Median: - -
N
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Appendix A2 (continucd)"Survival Analysis with Macroacopic Onset of Tumours

Sutvival Analysis for TUHORDAX Day ot Tumor-

080042

Number of Cases: &1

Survivai Time

Hean

{Limzyzg, to

Fesdrar: e

230
233

274 )

1D Time Status
080037 2 yes
080002 72 no
080014 . 114 - no
080001 119 no’
080023 ‘142 yes
080012 156 yes
080051 171 no
. 080062 171 .no
080044 177 yes
080057 177  yes
080027 Y84 yes
080048 184 - yes
080056 . 184  ves
080022 - 2181 0 yes -
- 080024 191. . yes
080034 T A91 yes
060033 - 192 no
‘080042 - .193. no
080026 °198-  yes
080028 . 198  yes
080046 - . 198 yes’
080015 ~ - .205 . yes . .
080032 T 205 ‘yes®
080035 205 - yes

© 020005 - 212 yes’
080016 212 ‘yes
080031 212 - yes
080061 T 212 yes .
p8001I3 218  yes

© 0BOGS9 21¢ yes
080004 -220 . no-

.- 080021 224 no°, .
080017 - 226 . yes .-
080045 226 yes

. 080058 . © 226 yes
* 080060 226 ' yes
. 080012 227 no
08003& ‘233 - “yes
08005¢E 233 yes
080052 238  no
0B003€ - 239 o
¥B0021 240 : yes
080047 . 240 yes '
080063 - 243 " no
080029 ...247  “yes
080054 260 no
0800G¢ .268 yes
080040 268 - yes
08004 '.268  yes
080043 268 yes .
. 080010 269 . no
080019 269 " no
0800258 269 no
08005¢ T .26%  no
080053 " -~ - 26% no
0B00GCS 274 ° no

. 0800G7 274 - no
080020 - 274 no .

© 080030 2274 no

080039 27¢ no-
274

no .

"Cumulative
Survival

, 9836

+ 9664
,9481

.-

+ €184

(5810

. ,5008
/4591

;4132
1]

', 2852

LN

renso:ea.

'Standard f':cx

.3669

.3

Standard Cumulative

Error Events
+0163 ‘1
. 1
1
. . 1
»0234 -2
40286 3
3
. 3
. 4
T 4037} 5
P T 6 -
) . 7
, 0461 - 8
- 10
0526 41
. . L1
. - “11
12
, 13
»0581 14
: 15
- - 18
»0622 17.
S 18
.18
' ' . 20
T L,0658 .- 231
T : T2z

- B6B6 -~

-+ 0690

i:,osss

,Mmi

L0675

1 44.9(&)

N
1-]

WL WG W W W
ACRODANR DO

ww
[ ]

i

; EvehtS'

NQ&N‘NV
SuNeRREEy

wbwgwwmwkn
CaLRRNEES e

36

‘Number
Remaininq

GOA

59

.58
57 .

- 86

S5

54
53
52

.51
50 .-
a8
48 -
AT
46
45 -
44

43

TR

41

1

38

37

736
3

34

© 337

Loy
.29

.32

‘a1

28 .

27
26

24
23

T2l

20

is

ST
a7
C36
25

" T14

33
12 .

I ¥ 1

P

O NG G
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Appendix A2 (continuedl' Survival Analyais with Macroscopic Onset of Tumours:

Survival Analysis for TUMORDAY Day of '.l‘umor
ip Time Status ‘Cumulative Standard Cumulative ° Number
: © Survival Exrror - Events Remaining

090020 3 no 0 61 B e i
090044 38 no ) 60 S e
090009 120 . no -0 59 .
090033 - 126 no 0 i - 88 .
090014 . 135 .no 0. 57 .. o
080001 151 * ‘no 0 - 56 - -
090004 . 179 no 0 55 ’ :
090047 245" no - . L 0 54
090058 - 295" no ' 0 .53,
090010 " 370 no . ) 52
- 090059 428  .no T 0 51
090045 . 429 no - Lo 0 - 50 .
090050 " 452 .po .. .. - - 0. 43 . -
090048 . 458 .mpo .~ = o R 0 ' 48 : .

- . 090018 - 467 . no . T » 0. S

. 090007 ‘478 no ) 0 46 . ..
Q90049 | - 47% no v 0 45 - -

. 090053 - 498 no - [+] 44 . . -
AT . 090043 . 499 no. .- -0 L 43 .o ’ .
w F 080052 ° 499 no . L IR 6 * ez ‘ -
e . 090023 505 no . RN 0. B B! :

090055 $08. mo -, T . o 40 .
030003 ~ - 515 no . - - . P s 0 39 :
050035 ‘515  no o B -0 38
090024 . 818 - no - - 0 37
- 090026 523 mo ; ) ©3s
7.0%0015 . 825 o 0 .38 L
090029 ° 525 no 0 B Y ) -
- 080057 . 825 no o~ ., - . ‘0 33 o '
090002 546 no : R . v 0 . 32 :
.7090005 - - 546 mo_ .. o Tmes e o T -0 S 31
090040 546 :no ° - . S . R BN - -
090054 - . 546 no < - . : ST o 90 L
090060 |, . 546 no : : : . 0 -28. L
090006 547 ' no o, \ v 27 - . -
090008 547 ‘no - _ . : - 0- 26 T T T
090011 547 mo o ot TRt el te 0 .25 - ST
090012 547 no S o o - 24 ., - Wy
090013 547 _ no o . 0 23, . .

. - 080016 547 no 0 22 S ]

C 090017 : 547 - no B .0 B O T
090019 547 7 no ot o T B 20 o et T - ’ o
090021 - 547 no . RS 0 AR . IR s
090022 547 no e T 0 e L
090025 " 548 nol SR 0 S & PR : S
090027 . 548 nc - T - N ¢ RS S o
090028 . 548 no - oy : 0 S - T
080C30 548. no S 0 4. oL T
090031 548 no oo L . . o - 13 - L
090032 .. 548 mo - R 0 NS >
090034 548 no - R A L i1 -

050036 - .548 ‘no R 0 10. - L
090037 ,. 548 no . T S LN 9. AP
. 090038 . 549 no | [ g > !
. 090039 549 no RN L0 1 }
090041 ‘545 mo - - o7 0 I8
090042 549 no S . 0 5 - .
090046 549 .no - B 0 4 T A
" 090051 . ;549 ‘no .. . -7l : 0 3.
090056 . 5%4% no . - et ..~ 0 2 -
090061 849 no . -, e e 0 1
. 090062 549 "no - S e L ERE SRV

>Harn1nq 4 20077, Command name: kM ' ’ ] [
aSurviva\l estimates cannct be ccmputcd sir:ce 311 observa.tions axe mnscxed.

o
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. Appendix A2 (continucd). Survival Analysis with Macroscopic Onset of . Tumours
Survival Analysis for TIMORDAY Day of 'rumot .

Standatd Number P

"ID -« Time Status Cumulative Cumulptive
P Survival -BError " . Events Remaining
1100084 "51 ‘no 0. 61 S B o
100028 65 mo- o 6 - . 47
100038 177 ' .mo 0 58 .. . AR
100053 .219 no o 58 - T
100007 249 no o - 57 :
100039 269 no 0 56 ; T
100033 378 no -0 58 R B o
100018 400 no | 0 54 - : SR
100034 _ 415 - no . o 53 .
-.100044 .. 443 no 0 .52 E . .
1000496 . i ‘no I 4 51 B
~. 100050 .- ‘no 0 50 - e
- 100012 " no 0 .49
.. 100016 « & no . 0 48 - :
100023 - 187 " mo - -0 A7 L T
100009 . ° 491 no: 6 46 S -
100010 501 " no - 0 45 o
"100022 514 - no 0 44
;-100008 --" .. - "525. mo 0 43
© 100021 7 527 mpo- [ 42
- 100003 - %32 no. 0 4 Do
100030 535 - nd 0 - 40 ST
100031 581 . nS -0 33
100002 542 - no [ 3g-
100005 546 ° no 70 37 :
© 100017 .546 ° no .0 386
100041 546 o .0 .35
100051 . 546 nc 0 3
100052 546 -.nc 0 33 ’
100001 647 ‘no 0 . 32
. 100004 547 nro .9 - >1
* 100006 547 me 0 © 30
100011 547 * no 0 .- 29 - )
. 100013 | 547 o ] ©o28 . i :
100014 . 547 " mno 0 27 .
100015 “ . 547 ' ne 0 26
100019 547 -nc - 6. 25. -
160020 - - 547 o -0 24
100024 " 547  no - 0 23
. 100623 . 548 . no o .22 o
‘100026~ . . 548 - no 10, EAE -5
100027 . .548  ‘no AR 20 . 7 .
'..7100029 . : .548 - 1no o 18 - L ‘.
< 100032 i . 548 =m K3 1ey :
100035 - 548 - no - 17 y
- 100036 - 548 . no S0 18 _ - :
© 100037 . 548 o - o0 s
= 100040 548 o - O AT LA T ’
100042 - '848 no- 0 13 :
" 100043 . 549 ~mo 0 1z -
200045, - - 549 ' ng - 6 11 e
100047 - 548. no 0 10 T
100048 . 54%  no .0 9 .
100049 .589 no 0 8
~ 100055 .54 no . ) 1
7100056 ‘54% no . e .6
. 100087 ‘549 no O 5.
' 300058 . 4 545 no -0 4 .
-108059" 58% nc 0 3 .
~ 100060 .. - - 549 ro 0 L2, - .
100061 - -548 no o | : s
3 ooosz 549 o e ;

Waxninq 0 200'77

no

- t:omnd name: KM ) : B
>Surv1v11 ostimtcs cannoi be coltaputed sinee all obse:vatiom uo n‘rwo:od._‘

R
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Appendix A2 (continued)' Survival Analysis with Macroscopic Onset of 'l‘unou:s
Survival Analysis for TUMORDAY Day of 'rumo.r i
“ID. ‘' Time Status ' Cumulative Standard - Cumulative  ‘Number
‘ oo Suxvival . Brror Events ° Remaining
110004 -"165 ' no 0. 61 o v
110029 - 224  no 0 60 " - T :
110033 . - 282 no -0 59 . : e
110018 296 no R 0- 58 ' o T
110020 . 328 " no” : o T - 0 B , : )
110036 b 345 yes .., 9825 . Te0174 .1 56 . "
110014 © 373 o | - T LT 1 55
© 110037 T 3% yes T+ 9646 S 40246 2
110042 427 no . AR T oo : -2 .
110059 . - 427  no L 2.
110011 . 443 " 1o - o g ) -
110055 - 7 - 445 ‘mo 7 i ) 2,
110083 - 450 ne - - ‘ 27
110002 . 451 npo e _ -2
"110044. .. 459 mno L F : . -2
110027 . . 473 po T oL T e , 2.
~ 130040 © - 492 no S g T TR 2
110007 . 497 - po T e Ty T 2
110009 . 514 mo - o7 0T e .2
‘110057 - B818 ;. no " - T e e 2
110001 . - 526 mo T LTl T -2
110043 < 827 smo ... TS LT v 2
110047 - 527 "ne ¢ LTS Th e e
L1006C 7828 po ., ¢t v il T o Tl 2
110062 . 530. - po L Town T L e e 2
. -110056 " 541 ‘no | < . 2
‘110003 . 546 mno B - 2
110036 546 ' ho » S - 2 -
110032 - " 546 ne - 2
110054 546 * no LT I L2
110005 | 547 mo - 2
110006 . 847 - no . . 5 S _ .2
110008 . 547 no - . : N ~2
110010 7 547 . mo - 2
11001 . 537 ne Q2
110013 . 547 no -2
110015 - 547 no 2
110017 | - 547 .no . 2
110019 - 547  no . s 2.
110021 547 no R- 3
110022~ - " 546 no 2
© 110023 ‘548  no 2
-, 210024 548 - ‘po i | . 2
110025 548  no ... . 2
110026 548. no . 2.
‘110025 © 548 no . : : -2~
130030 54E no "2
110031 . 548 .no . 2.
110034 - 548 no - DU P S - 2
110635 . 548 no s o U 2.
. 110038 549 e . e T Tes TR
110039 "848 no | . . v o ETmL L e Lne L2
130041 © . 5as no o e T B F - & iig
'110045° . . 5%%  no . o Tk 2
110046 . . 549 npo = 2
110048 - 548 né - * w2 .
1110049 549 no 2
110050 549 no e T 2
130051 - - - 542 no 7 - - 2
110052 - $49° no- -~ . - -2
110058 545 no 2
110061 549 o - 2
Number of Cases: €2 - Gensored: . 80 ' {'86,77%) 7' Events:

Survival Time :Standard Error 95V Confidence Interval
Mean: . .. 543 . ATREERS .

< {limited to 549 3,
Macian: .

’
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Appendix A2 (continued): Survival Analysis with Hactoscopic Onset of 'l‘umutt
Survival Analysis t‘or TWORDAY Day of ‘rumoz T o
- / =
0 T Time Status Cunulltive Standard Cumulative = Number .. -
: s " "Survival . Error - Events " Remaining
- 120040. . 114  yes . ,9839 , 0160 1 3
120029 320 no - : : _ 1- © 60 -7 )
120010 126 no : N | 59 - .
120048 228 no | - : . - 1 58 -

; 120061 228 no_ . ; IR o Y 57 ..

' 120001 - ‘245 “no o ’ - a Tl e - Lo .
12002r . 285 .no.. - . ) _ S B - - T
120009 261 no . oL AR s 1 IR -
120004 262 : ) o T S B3
120053 268 o T, 9653 . -, 0242 . 2. . .52
120015 . . 289 wO,9867 0 7 - ,030C . - 8 - B Y B
- 120047 280 B . L S . 50
120058 - %12 ‘ T 3
120057 ‘859 - L. ,927¢ - ,0351 s
120012 . . 366 -yes i - #9081 . ,0383 . - . L oBc
120037 ° 38} npo . o - RERCEE ST -1

T7120036 - 385 . no T rer oL R )

¢ ~12005% © 408 mo’ . . T : RS 1
120013 - 428 " he R LT LIRS
N 120051 . . 44C "m0 - » S LB

- ©.120050 .° 850 yes- . . - . .,8865 . ,0439 Y I
120023 . . 466 no' oy 4 S T . 6
120062 466 ompr T e et T T g
120056 . . 489 ‘no R ; S RS )

120060 . 871 ne . e T e B .8
120045 - . 483 mno - o e - 8
120006 © 480 ne . ’ I B
120026 494 _no - G e PO S -4
120055 501 nc S : R S 8
120052 502 1no L6
. 120041 © 524 mo . - L e B
126045 - 7 835 pe o -l Lo sl %
120039 . 538 qno’ - T : e T X T T8
120002- . 7546  no D T S A
120003 546 ~mo’ o T : £ -
120005 .. 546 6.
120018 . . 546 -6
120022 . 546 6
. 120007 - 547 8
120008 547 6
S 120011 . . 547 . %!
120014 47 L
120016 - . . 547 6
, 120017 547 ne 6
Tov1zom9 547 6
i 120620 5472 . i
’ 120024 - | 548 %1
120025 * 548 . s

, 120027 . _ 548 .6
120028 548 6 -

120630 . | - 548 €
120031 . 548 C e
126032 © 548 8"
120033 .. 548" K-
120034 . . 548 o N
120035 549 ° B
120038 - 549
120042 . 549" 6"
120044 - 543 6
120046 ‘549 .
120045 . 549 6
120054 . 543 -6
-
Number of Casu.
Survival ‘.l'u\e
i L2
Mean: © 8523 :
{Limited to ’ - 843 )
Madian: .
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Appandix A2 ‘(cont'i_nuod‘) {. Survival Analys'ia with Macrcscopic Onset’ of Tumours

~

- Survival Analysis for TUMORDAY Day of Tumor

Total Number Number  ° Percent )
Voo R ‘ S o S _ Events ] Censored Censored i
GROUP " Negat. Cont. . .62 R Y81 98,39 :
GROUP . Posit. Cont. oo 82 7 L. 53 9 14,52 -
GROUP ’ Low CTP1 [ €2 E 1 61 - 98,39 oo S,
GROUP " Medium CTP1 ) . 62 2 - 60 - . 96,71
GROUP High CTPL -~ - - 62 ‘ 58-  .93,55
‘ overall L ~310 61 249 80,32

Log Rank Statistic and {Significance) . .

Factor ° ‘a- 4
) ‘( . . N . it " # B
3 L.,01 96,52 . . . :
. . ot /9054) { ,0000) - L F :
N 4,48 83,94 - 48 S

(,4863) ( ,0000) /5094

5 . 3,12 - 77,55 - .2,45. % ,86
4 ,0775) { .ooooy K 41178) 1 ,3519)

- ' - > .
-

Sunr;.va1 Analys:Ls for TUHORDAY ‘Day of Tumox LS

Total [ 'Mimber

' Events Censo:ed ansoked .
GROUP Negat. Cont.. TSI > SR SRR em3m i
GROUF Posit. Cont. R - > ’ . LT 3.
GROUP. ' . Low CTP2, e ez
GROUP Medium CTP2 ’

GROUP  High CTeZ,

Overail

- : o

Factor . . '1 o z e e
2. Te1,81 e '
(..0000} .

; 6 21,44
TT{ 00000 74
7 68,61 -
- ( 40000} { ;0
e 65,01 18,81 45 35 ‘33,71
"1 40000) (.,0000) { +0000) (700007 .
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NG

GROUP

.. ‘ GROUP
W . GROUP
. Overall
N \
_I

Appendix AZ (contiwod). survlv-l mlyﬂs um\ lucrouopic onut of 'n-wn’ _

7 Su:vival Anulysil for TUHORDAY Day ot Tumo:

v _ C ‘I‘otll Number Number " percent
) ' E Events 'CQngorod 4. Censored

~ .

uoq'at.' Gont. 2 - 6. o ‘.. e

Lower CTP1- - . 62 oo 82

- Lowest CTP2 . 62 2 . 60.

' Lower CTP2. - . 62 - & .56
' 8

‘. '-‘\ )
1m0 oi,8e 1,98 S : - ,
¢ a%0m wpadeny T ;
6,39 - 6,61 2,58 O o .

S H-40118) {..0101)




 DCCUPATIONAL NOWLEDGE s
. 4255 Post Street #437
4 San Francisco CA 94109

Ms. jennifer Butler

Dockets Management Branch
Food and Drug Administration
Room 1061

5630 Fishers lLane

Rockville, MD 20852




